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Abstract of JP200431 5S1 1 

PROBLEM TO BE SOLVED: To obtain a 
compound acting as an MCH {melanin- 
concentrating hormone) receptor antagonist 
and provide a method for using ttie compound 
in a medicinal agent composition, 
SOLUTION: A new compound acting as the 
MCH receptor antagonist is expressed by 
formula I. The compound is useful in a 
medicinal composition for preventing or 
treating fatness, fatness -associated 
abnormality, prophylaxis or melanchoiia. 
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n III 



Ri i±, 

( i ) Ci 5 r^v^fi. 

■ j\t;j jry^ 

■ hFn^^-. 

• Ci — C3 TJV-a^i^. 

• ■ ^rn^^y/L-, 

■ ■ Ci -C3 T;^=3r;^T-ajft$il/S'^-rni^^"J;P, 

■ ■ y\niry, 

■ ■ -bn. 

■ ■ ■ ^^y. 

■ ■ ■ "^J-t-fzMV-Q,^ — C3 TlV^JVT^J ^ 

■ ■ ■ ^«^ry-;k-csji$^i.jt^y-t/t{i>''-Ci -C3 r/i-^/i/Tsy. 
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■ ^J-±fz\i'J-c^ -C3 7;^^;^r5y. 
• ■ ^ry. 

■ ■ m.mm^T\)~}v. 

■ ■ h Kn:3r^-. 

■ ■ C 1 3 r)V^^V. 

sy, 

■ ■ Ci ~C3 r)i^)\^:^fi't^-ji'rs.y. 

■ ■ Mmwmr v -jviiivifs-^vr s y . 

■ ■ A.f-n^-i^U/i/, 

■ Ci -C4 T;l/3=3ri^^;t/;ff-;t/T5y. 

■ nv^'U/l/X^/I^'i^-Zl/TSy. 

■ Mlgig^trU-;^x;^7l^:l;^r5y. 

y. 

■ ■ -bn. 

■ ■ C 1 -C 3 T!V^)V., 

■ ■ ^j-±fz\iiy-Cx -C3 r)V^}vr^j . 

■ -^/-ttzii 'j-mm^r u -;i^r 5 y . 

■ ■ mmm^TV~ju. 

■ ■ ■j\u^y. 

■ ■ ■ Ci -C3 T;k3^i^. 

■ Tf SCO t <nti^ ^ mii^m^ S tLJtM^^T U , 

■ ■ Jwi'^y^ 

■ ■ Ci -C3 T/L-^/l-. 

■ r^xjyyimmm^r'j~)ix)u^^-}v. 
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■ ■ Ci -C3 rmiv^ 

■ C3 -Cg "PUT IVY -IV. 

■ ■ C 1 -C 3 T)V^)V. 

■ ■ Ci -C3 nvzi^i^. 

■ ■ C 2 3 TJVY-lV. 

C3 T;i/^^-7l/. 

■ ■ )\uyy. 

■ ■ h Fn^^. 

■ --bn. 

■ ■ • j\'ajry. 

■ ■ ■ hKn^^-. 

• ■ ■ ^^y. 

■ ■ -mmiTv-fv., 

■ ■ ■ V/l , 

■ ■ ■ ^y-ttziiy-mm^ru~fvr^y. 

■ ■ ■riicoi,coi}^i^ii!:i.i^zmmtifzwmMX'wm^titz=ty-tfzii>'-mmmT 

■ ■ ■ 

■ ■ ■ ■ :ibn„ 

■ ■ ■ ■ Ci -C3 T/V^Jl. 

■ ■ ■ ■ Ci -C3 T)V:J^i^. 

■ ■ ■ ■ ^^^^^>^tCl -C3 T/I^^^^-. 

■ ■ Oi -O4 nva^y. 

■ ■ rmcoi^m^i^^Ai.izmmtifzm.WMX'wm^tifzCi -04 rjva^i^. 

■ ■ ■ J\\ii^y. 

■ ■ ■ mm^7v~!v. 

■ ■ mmm^Tv~jv:^^y, 

■ ■ Ci -C3 r;L'3^^^;t/d^-;K 

■ -01-03 T)V^)VA^V:^^^JV:^^iy. 

■ ■^/-tfziiy-mm^T'j-fvr^y. 

■ ■ Tm^ h cDi}- ^m±i>zmM^titzm.tmx-m.mtifz^j- ttzii=j-mm^r u 

-/VT^y:^^V^^-JV. 

■ ■ ■ r\uyy. 

■ ■ ■ -bn. 

■ ■ ■ Ci — C3 TjV^/V. 
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■ ■ ■ Ci -C3 TJl'^^iy. 

■ ■ ■ J\n^yitCi -C3 r/l^ndf^-. 

■ ■ j<Jl':^rh. 

■ ■ Ci -C3 TJi-^fV-i-^. 

■ ■ C 1 -C 3 TJl'^)i'X)l't^-)U^ 

■ ■ C3 -Cg i^^n7/V^J\^. 

■ ■ A.7^n>-i?U;ks 

■ ■ h Kn^^. 

■ ■ Ci -C3 nv^/V: 

■ ■ Ci — C3 TfV^^i^^ 

( i i ) Cj-Cg r/i-^-;!^. 

■ Jwj-yy^ 

■ ^^y. 

• Ci — C3 TJVa^iy^ 

■ mm^TV~)v. 

■ Tf B^o t io*^ A, ^tei^jiiR § tifzwmmx'wm^fifzm.mm^r u 

■ ■J\nyy. 

■ ■ h Kn^;/. 

■ --hn. 

■ ■ Ci -C3 ni^iv. 

■ ■ J\nyyitc 1 -C3 TJU^iU. 

■ ■ Ci -C3 nva^iy^ 

■ ■ Jwi'fyitc^ ~C3 T^i/iJ^v, 

■ Tf ECO i siiLt^MtR $ fifzmmmmm^fifz^^'o i^^^jiv. 

■ ■ h Kn^ix, 

■ --bn, 

■ ■ Ci -C3 nv^jv. 

■ -01—03 T/l-n^i^, 

( i i i ) C2 -C4 r)V^-)V. 

{ i V ) C3 -Cg ^^nT;l/^;l/, 

TlBi?)ti?)*^i^Mit:iltK§ix^cMm*TM$ifi;tC3 -Cg zy^uTH^il. 

■ Ci --03 T;i^^;i/, 

■ TfEcotO*^^.?£tiTtt:jlfK§^i^cgmSt«StL/iCi -C3 7)V^)V. 

■ ■ t Fn^v-. 

■ -^^y. 

■ ^y-tfzliiy-Ci — C3 r;l'df-;i.7>5y^ 
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(v) i^^uTJl^-Jl. 

{ V i ) ^/^4i>^y;^. 

■ bKn^^, 

■ -bn. 

(v i i ) mm^TO~ju. 

■ VNn^r'y^ 

■ hKn^i-. 

■ i^r/. 

■ -hn. 

■ Ci — Cg TlV^Jl'. 

■ ■ ^\n:f 

■ ■ h Fn^^. 

■ -^^y. 

■ ■ Ci -C3 TlVzi^i^^ 

• ■ ^y-tfzm>'-Ci -C3 r/p^/i^rsy-N-jf^v-. 

■ ■ :^JV^^>-9']i\ '{ 5 / , 

■ ■ MSii^^:ry-;^t«$i^^^^;^;^^>^?y/M 57. 

■ -^j-tfzii i^-mmi-^T y -/PT 5 y . 

■ ■ mmm^T^j-fi'. 

■ ■ ■ j\'ajry^ 

■ ■ ■ Ci -C3 r/t-^/i-. 

■ ■ ■ j\\3jry^tCi -C3 r;^^;^ 

■ ■ ^J-nzyi^ y/L-, 

■ ■ Ci -C3 7;l'^;kT-g^§fL/i^Tni/:i?y;P. 

■ C2 -C3 r/v^->v.. 

■ M*iSj^Ty-;L'-r«Six/-cC2 -C3 T/l-^::!;!/. 

■ Ci -Cg nva^iy^ 

■ Tmcotm-^i^i^zmm^tifzsmxx'wm^tifzCi -Cg rii^^i^. 

■ ■ h Kn^i^. 

■ ■ vNn^^'y, 

■ ■ X?;^d^■^>'. 

■ ■ ^ y-t/stii^'-Ci — C3 T;t'^;i'T5y. 

■ ■ mmm^T'j-ji'. 

■ ■ j^nyy^mmm:Tu~!v. 

■ ■ A,xn>'^'y;l'. 
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■ ■ ■ ^\njry^ 

■ ■ ■ ^"rniy^ 

■ ■ ■ ■ ^\uyy , 

■ ■ ■ ■ Ci -C3 T)V^)V. 

■ ■ ■ ■ ^^uyyitc 1 -c 3 TJV'^JV'. 

■ C2 -C3 r;^^r-;^^df^^ 

■ ■ >^^^ry^ 

■ --bn. 

■ ■ J\nyyitC 1 — C4 TJl'^Jl'. 

■ ■ Ci -C3 TJVa^i^^ 

■ Tf B^O t iO*^ A> ^fcil^JliR § fL!^c^at«$ ^lit A-rn i^^U . 

■ ■)\ufy. 

■ ■ Ci -O3 T/l-^^^l-. 

■ ■ )\u^y\Y^c^ -C3 r;^^;^. 

■ KSi^ftru-^i-tw^tLJts (0)20. 

■ Ci -C3 r}V^^-yij}Vif^-}V. 

■ =ty-ttziiy-c^ — C3 T;l'^;kTSy;^;t';K-;l'. 

• Ci --03 rjv^jux'wm^tifz^y-tfzi±y-mm^ru~jiriy:^jv^^-}v 

■ TS.y. 

■ i^Ty-C«Sfl/:-:^y-S/-c(i:v-Ci -O4 T)V^)VT^y. 

■ Oi -O3 r;l/^-;l/;^;P^K-;ur5y. 

■ M*mTU-;p-c«StL/iCi -C3 T;i'^-;i';5?;P*:-;PT5y. 

■ mm^r u -;vx;v>i~s-fur 5 y . 

• Ci -C3 r;^^;^T«§^/-c^ft*^5^:r'J-7^x/^7^rl/^r5y. 

■ mm^T U -/l-T-Kfi? iX^^ N H C ( O ) N H . 

■ Ci -^Cg 7/va^yTmm^tifz^mm^7u~)VTwm^tifzNnc (o) nh. 

■ j^^i^yitc, -03 T^i-^^y-cm.m^iir^mmmiTv-fUTwm-^tifzNHc ( 

O) NH, 

■ v^^^^>'^bCl — C3 r;t/^/L'f-:t. 

■ ■ ^ry. 
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■ ■ C 1 -C 3 T)V^)V^ 

■ "^y-ttzliiy-C-, -C3 TJU^}UT^JXfU:!r^-jU. 

■ ■ Ci -C7 7;k^;K 

■ ■ c 1 -c 3 r;^^/^. 

■ ■ Bzmm^T^j~)i. 

■ ■ ^^^yy^mmm-^ro-iv. 

( V i i i ) ^T^i^^ U-'l^s 

■ ^ry. 

■ -bn. 

■ ■^\nyy. 

■ ■ h Vu^i^. 

■ -t^V. 

■ ■ Ci — C3 T;HJ:3r>';^?;l^;J^':i;K 

• ■ Ci -C3 TfV^fVi-t. 

■ ■ j^^yyimmm^TU-jvx'wm^tifzc^ -Cg 7;p^;p^^. 

■ ■ MilS5try-;^, 

■ ■ ■)\ury. 

■ ■ ■ -hn. 

■ ■ A.rni^^'U;l'. 

• ■ ■ rsujry^ 

■ ■ ■ Ci -C3 7;l/^;k, 

■ ■ ■ ^Nn^^'y-ftCi -C3 T/V^^V. 

■ Ci --03 T>l'':i^i^. 

■ ■ ./wijry^ 

■ ■ Ci -C3 7/1-^/1-. 

■ ^y-t/iiii^'-Ci -C3 7;i/^;k75y. 

■ Ci -^€4 7;^^;l/;i/;1^4i-;l'7Sy. 

■ Ci — C3 Tfl-^fl-i-:^. 

■ Ci — C3 7;l/^rri;^^:t. 
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■ ■ r\njry^ 

■ --ho. 

■ ■ C 1 — C 3 TfV^fV. 

■ ■ Ci -C3 TfVtl^iy^ 

■ -j^nyyitc^ -C3 r;t^3^;^. 

■ Tf S^o t iO*^ ^ MiitcSlR § fL!^c^a-C«S n u /l-. 

■ ■J\^yy. 

■ ■ c 1 --c 3 r^i-^/P. 

■ ■ j\nyyitCi -C3 T;l^dr;l^. 

■ -01-03 nv^^i^. 

■ ■ Oi -O3 7!]y^^i^^JU:r^=^>V'^:mL. 

R2 (±, -NHNH2 . -NHNHBoc. -N (Rj a ) (^2 b ) . ^r^'l^^^U^. 
4 - r -b^/l.- i>>l/. t ?t(±4 - 7 X h°^5 i^Vt/f* D , 

id-c. R2 . {is Ht/iiiOi -O3 T;P^;k-C35 0 . 

R2 b Ci -O4 r;!^^;!^, TiB(7)ti?)*^^>?tel:Mf?§^i:tgmST«§fL/i 
Oi -O4 r^i/^yi-, 

■ hKn^i-, 

■ Ci — C3 r;I^:adr>-, 

■ T5y, 

■ -NHBo 

■ O3 -Og ^^nT;l/^;U, 

• ■ JWljry^ 

■ ■ Ci -C3 T/l-^^k. 

■ ■ Ci -C3 rjva^i^^ 

■ ■ -S02 NH2 , 

O3-O6 z^^nTfi'^fi'. m.mm^7V-;V. TlE«i«*^^.Mi:t:il*^StL/iMJiS 
§ tLf^mm^T U -;t^. 

■ v^^yy. 

■ Ci -C3 rn^ji. 

■ Ci — C3 T;i^3^>-, 
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N-R3 IV 



ZZT. B o c yMt e r t -y^^fVX.Xr-JVCh D . R3 {±0 1 — C 3 T 



cr-"- -J-T'"' -.O"-" 

4 R4 R4 



Va 



Vb 
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R4 R4 R4 

IX IXa IXb 




kA/N^ R4 ^-^N" 

R5 

XIV XV XVI 



XVII XVIII XIX 



R5 (4. H. Ci -C3 rfu^)u. ttiiiwrnmrnm^rv-fix-mi^^titzCi 

Yli. -s(o)2-. -c(o)-. tfzli- (CH2 ) n, T'&O. 

;C';L';J^'>'^y;Hd:, 10, 1 1 ->^'t Hn- 5 -:t^y-i^Xi^y [ a , dli-^o-^ 
rf-;t/, 1 -:t^y--f y:/ri;l^, 7, 7-i;j<f-;l^-2-:t^y-fi/:?'n [2. 2. 

^^y-;K C-^/l-^j-ixy-g— ^ yT>. >fy:^^::i;k. -(yy-'^Jl'. l, 2, 3, 4 
-7"b7bFn--t7-?-;L'. t /i{i:t:'>':?'n [ 2 . 2. 1 ] A.TT--;t-tS) D . 
-^xni^:?'y;K4. 1, 2, 3, 4-7'b5t Fn->f y^^f 7 y^i-. 1,2, 3-i~r 
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i^'TVU^k. 1, 2, 3-bUTy"U;l'. 1, 2->''b Kn-3 -^r^V-t^yU/l-, 
1, 3, 4-^ri-'ryy;I^. l, 3-i^"^dry-.f y.f yKy;I/. 1, 3-'J^^Vy 
-/V, IH— <yFy/K lH-t°nn[2, 3 - c ] t°y i^/t-. IH-Uny;!^. 1- 
:t^y-3H--< y^yy-^^-;!/, 2, 2' , 5' , 2" -iS?-^:tyx-;t/. 2, 2 
' -f^^yx-zL-. 2, 3-^'hFn-l-^dry--< V^yKij;^^ 2, 3-^'hF 
n-<yy[i, 4 ] i/'^^ i^-;!/. 2, Kn-3-:t^y-t°^y'y;l/. 2H 

-Kyy^y-,^^ 2-^^y-^yyb°5-;i/. 2-^^y-h°nyi;:i;l^. 3,4- 
^■hFn-2H-<yy [1, 4 ] 3. 4-i^'h b'n-2H-A;yy' [b 

] [1,4] 4H-KyY 11, 3] >'':t=^i^-;l'. 4H-<yy'h°5 

-JV. 4-^^y-l, 5, 6, 7-Th5hFn-> f yFy;P. 4->r^y-3, 4- 
i^'hKn-:?^^i/-/K 4 -^^y-^yye^ri;!/. 9, 10, 10-by^^y- 
i-t^^yr-Ji-. 9H-^^w\yv/u. 9H-^-tyx-;t-. r-^i-iy-ii-. <yv'4 
^fV'jfV.. ^yy [1,3] y;^. ^yy [ 2 , 1 , 3 ] ^^-t^-i^'ryy/i-, 
<^y [b] ^x-;t/. <yy7y;K ^yy^ry y;i/. i^yy y;i/. yy/i/. -fs^' 
y [2, i-b] ^ry y;i^. sryy;i^. -fy^^i^yy;k. ^r/t-^^yy. ^r/t-^^y 

^^-tfyy/l-. ^dry^:i;t^^ h°^5i->. t^yi->. t^yn [5, l-b] 

^ryy/k, t^yy/p, h°y>>;i/, eysixvi-. tnyi/;i^. ^yvfv^ ^y^-^VfV 
, ^ryy^A, f-z-ry/L , ^x-/t, 2, 3->''hFn-A;yy7y;P 

, Tb5t Fn-f-x-/w, ^^^ii<yyy7-/^t••fcO. 

[if«il2] 

Qf±, ftl IT-fcO. 
Ri 14. 

( i ) Ci ^c, 0 T/t-^yu. 

• ^Nn^r-y^ 

• ^^y. 

■ Ci — C3 T/Va^iy^ 

■ ^;^4^■y^y;^^^y„ 

■ Miliijtry-;L'^^^. 

■ Tf St?) C> co^^ ^ i^izmm § ^i,/::M^sS;t y i/. 

■ ■ -^^^^ry^ 

■ --bn. 

• ■ ■ ^^y. 

■ ■ ■ K*S5^7y-;k7;?;i/4^-;i/T5y . 

■ A.rni^i?y;l/>j-^i^. 

• Ci -C3 TlV^Jl^-Cmm^tlfz^T^iy^VfVt^i^. 

■ MJg^xny^ y;i/-xf-yxyr5y:t^>'. 

■ mm^ru-jvcwm^tifzc^ -C3 r/t-ndf^^;^^-'-;!/. 

■ ^y-tfzii'J-Ci -C3 r;t/df/i^rsy7^/L'4^'-/L', 

■ ^y-t/ii4i>--K*ii5^Ty-;k7sy. 

■ c 1 — c 3 r;i'^;t';^';L'4^-;i'r 5 J . 
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■ ■ Ci -C3 r;l/^;l^;5r;I^4<-;I^rsy. 

■ ■ ^rni^:^ U/l-, 

■ --hn, 

■ ■ c 1 -c 3 r;^^/^. 

■ ■ ^ y-t/-c{ii^^-C 1 -C3 T/l-^/lTS./. 

■ rwyi^m^i^mLi^zm^K^fitzmmm-z-wm^tifzc^ -C3 tji^jh-^. 

■ ■ ■ j\'ajry^ 

■ ■ ■ Ci -C3 7;t/3^i^. 

■ ■ j\niry^ 

■ ■ c 1 3 r)V^)V. 

■ --hn. 

■ ■ Ci -C3 r;^^/^. 

■ C3 — Cg iy9uT)V^lV, 

■ Ci -C3 r/^^;L'T-St$ix/SC3 -Cg ^-i^nr/pdr/l-. 

■ C3 --Cg i^ynT^l-^-;!-., 

■ ■ )\uyy^ 

■ -01-03 nv^fv. 

■ ■ Ci -C3 T/L-n^^, 

■ ■ C2 -C3 TJi-^-lU. 

■ ■ mmm^r y § ix/t c 2 -c 3 r/t'^::^;!^. 
C3 T;i/i^-;i/. 

■ mm^rv~jv. 

■ rmco t coi}> ^ 3fctt:ss? s tLJtM^^T y 

■ ■ vNn^^'y, 

■ - t Fn^v-. 

■ - -bn. 

■ - Ci -C4 r;l/^;K 

■ • Tm(^hm^i^m±i>zmM^titz&mmx'm.m^titzc, -C4 r/i-dr/i^. 
- ■ - ^^y. 
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■ ■ ■ A.f-nix^ y;I/^ 

■ ■ ■ r\ujry^ 

■ ■ ■ mm^To-)]/. 

■ ■ mmm^T'j~jv:^^i^, 

■ ■ Ci -C3 r;^^;^^;^4^-;^>!-^^^. 

■ -^ty-tfzii i^'-mm^7 v-iuny. 

■ ■ ■ js'ajry, 

■ ■ ■ -hn. 

• • ■ Ci -C3 r/t^^/i-. 

■ ■ ■ Ci -C3 7}\^^^i^. 

■ ■ ■ jsnj^yitc^ -C3 rfv^^i^. 

■ ■ j<Jl:^rh. 

■ ■ Ci -C3 T!l^;]^i-:^. 

■ ■ J\^jry^tC 1 -^63 r/u^ju^^. 

■ • c 1 ~c 3 r)i^)i:^)it^-)i. 

■ -m^rv-ji. 

■ ■ ^-7~n> U il\ 

■ ^-7"-n> , 

■ ■ h Kn^;/. 

• ■ c 1 3 rjv^fv. 

■ ■ mmmtrv-JiTMm^ixfzCi -C3 r;^^;^. 

■ ■ Ci -C3 T/i-^^^-. 

■ ■ mmm^r y -nx-mm $ fi/s c 1 - c 3 r;^ a ^ . 

■ ■M*S^tTU-;^, 

( i i ) C2 -c 5 T;i/^^-;i^. 

■ Tf SCO C> to*^ A, S ^litM^jSiT U 

■ ■ r\njry^ 

■ --ho. 

• ■ Ci -C3 T/V^)V. 

■ ■ j\nyy^\:c 1 -C3 TJi^fi. 

■ ■ Ci -C3 T/l-n^i-, 

■ ■ ^Nni^-y^bCi -C3 r;t-3df^. 

■ ^>':^' y/i^, 

■ Tf SCO C> co*^ A, $ fLfcKmS-C«$ tLfc^rn ;^ ^ y yi^. 

■ ■ h Fn^^-. 

■ ■ c 1 ---c 3 ni-^fv. 

■ ■ Ci — C3 r/i-a^i^. 
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( i i i ) C3 -C5 iy^nTJl^^Jl^. 

■ C 1 — C 3 T/l-^/t-. 

■ ■ jf^y. 

■ ■mmAT'}~)v. 

( i v) ;i?;l/4^Vi5'U;K 

(v) ^mmiru~)K 

■ J\ajry^ 

■ i^ry. 

■ ■^^^^^>, 

■ -^^y. 

■ ■ Mmm^rv-ji^:^^'^. 

• ■ mmwmTV~ji-x'wm^tifz:f}jV'^^'^'? u;m s y . 

■ ■ Ci -C3 7)va^^^-cwm^tifz=iy-tfzi±'j-mm^TV~ji'T^y:fifV:r^ 

■ ■ ■ Js'ajry^ 

■ ■ ■ Ci -C3 Tfl^Il, 

■ ■ ■ v^^yy{tCl -C3 T;!^^;^ 

■ ■ ^f-n^y y/L-, 

■ ■ 

■ -mm^ru-ju. 

• Ci -C3 r;i^^;t/X?;i^^'-/L':t^>'. 

■ Ci -C3 r/^:?^>'T«§i^/^cMilii^try-;I/^^>', 

■ ^y-t/iii^^'-Ci -C3 7;i/^/k7Sy^/L'4^-;k. 

■ mm^ru-jiTMm^titz^y -tfdi'J-c , -C3 r;t^^;ur5y^;L'*f-/p 

■ rsy. 

■ ^y-tfziiiy-Ci — C3 r/i'^/wrsy. 

■ Ci — C3 T;i/^-;t';^f;k4^-;i/T5y. 
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■ mm^TV-Jl-C-WM^tltzNHC (O) NH. 

■ Ci r;^3^>'T«Si^^cKilii^try-;^T«S^^;tNHC (O) nh. 

O) NH, 

■ ^xn^^WbCi -C3 T;k^;l/^^. 

■ ^y-ttzli>'-Ci -C3 r;t^^;l^r5yx;^4^::i;t^. 

■ mm^To-iv, 

■ ■ c 1 -c 7 r;l^^;P-. 

■ A,f-n> y' iJ/l , 

■ ■ Ci -c. r/t^r/P, 

■ ■mmm^rv-'i. 

■ ■ ^\nyyimmm^Tv-ji. 

{ V i ) A,-7^nS^^"J;K 

■ -bn, 

■ -r%icr>i:,coii->hm.i,zm{^tifzwmm.'wm^ixfzc^ -C4 rmjv. 

■ ■ )\uyy^ 

■ ■ C 1 -C 3 T/i-^fi-i-:^ , 

■ ■ mmm^rv-jix-mm^tifzc^ -Cg r;^^;^^-^, 

■ ■ j\nir-yimmm^T'j-)i'vm.m^tLtzCi -Cg r/i-^;!^^^. 

■ ■ j-^nyyitmm^ro-ji. 

■ Ci -C3 r/va^iy^ 

■ Tf SCO C> to*^ A, § ^litM^jSiT U ^-^ 

• ■ vNn^ry^ 

■ ■ c 1 — c 3 T;i/^;k. 

• Ci -C3 T;i^^;i^^^. 

■ Ci -C3 Tll^-lli^:^. 

■ Ci -C3 r/l^^;t/X/i^7hri;i', 

■ c^^c^ Tiv^^jiTmm^tifzmMm^ru-fi'Xji^^-fv^ 
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■ ■ r\rijry^ 

■ --bn, 

• ■ c 1 3 nv^iv^ 

■ ■ Ci -C3 T/l-n^i-, 

■ ■ Ci -C3 TlV^/V., 
Y(i, -C (O) -X'h^. 

:f}jV!r^>-^^)M±. 10, 1 1 -i-'h Kn-5-:t^y-i/'<.yy [a, d] v'^'nA. 

1, 2, 3, 4— fh7bKn— t7^;K i!t{±tV:i?n [2. 2. 1 ] ^,7--^ - 

A,rni^^'U;K±. 1,2, 3 -f-Ti^'ryj/k. 1,2, 3 - h UTVU/P. 1, 2 
-yh Fn-3-^^V-h°5yU;P, 1, 3 - v'^^f y-^ V ^ y F |J;^, lU-Av 
Y^JlV. IH-tnU/l/. 1 -^^y-3H--fyA;yy7^-/t/^ 2, 3-i>'bKn- 
<yy[l, 4] i^'^^i^-y^. 2, 3-i^'t Kn-<yy7U;P. 2, 4-i>'tKn- 
3-^^y-h°7yy;^. 2H-A;yyt7-;i/. 2-^^y-^yyt°^:l;^, 2-^ 

df-y-UnUi^'::!;!^, 3. 4-i>'t Kn-2H-Aiyy [b] [1, 4 ] i^'^^-fet°:i;k 
. 4-^^y-l, 5, 6, 7-Th7bKn— f yHy;K 4->r^y-3, 4->>'b 

Kn-7^7i--;i/, 4-^^y-^yytr7-;^. 9, 10, 1 o-hy^i-Jfy-f-^ 
dr-tfyr-;i-, 9 H-^tf yr-zi'. T-tf^i/-/i/. <yyM 5 ^'VJ/i-. <yy [ 1 , 
3 ] >>'^^y |J;^. ^yy [ 2 , 1 , 3 ] :^^^i^rv'')iv. kw [ b ] f-x-;^, 
yyij/t-. 7U;i/. ^sryu^i-. -iv^^^Y^jfi. t;k^gy. t/i/^^ur^/i^, 

-tyU/k. ;t^y7-;K t'^Ui/VK t^yU;^. eu^^Vk. trUS^^Vl'. brnUi^Vk 

, ^yu;K ^y^-ffu/i^. ^ryji^vi/. ^ry y;i^. ^xri;i^. ^^^-;t^. rh^ 

[if ^113] 

Ri 

( i ) Ci 0 r>i^)i. 

■ >>-7°ntvt/rsyx?;i^;*<-;P, 

■ >^^^^■y'f[iK*S5^Ty-;^^^^. 

• m^i^T^y^y;^-x^|JTyr5y^^y. 

■ t e r t-7>dryx?/1^4<-;l^rSy, 
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■ -J^nyy. 

■ ■ ^^;K 

■ -^h^i^. 

■ ■ j\niry^ 

■ ■ h Yu^i^. 

■ --hn. 

■ ■ ■ t^v. 

■ ■ -mm^TV-fv. 

■ ■ ■ A,-rn^-^ U;t/, 

■ ■ Ci -C4 r^i^^i^. 

■ ■ j\uir'yitc 1 — C4 rfV-^^i^. 

■ ■ m^rv-iux-WM^tifzCi -C4 r>v^^i^. 

■ ■ j\nyy^t=ty-mm^ru~juriy:^}V^^-ji'. 

■ ■ ^ b^^-. 

■ ■ mmm^T')~!vx-wm^titz^ v^i^. 

■ ■ ^^rjyyitmmm^TV~)v. 

( i i ) m<^hcoi}^i^'iiiA.i>zmmtifzw^Twm^tifzC2-c^ r/u-y-ji. 

■ - b ^Tmm^tifzjmm^r u 

( i i i ) O3 -Og i^^nr/V^fV. 

rm<^i>m-mi.i,zm^^tifzwmx-mm^fifzCs -Cg i^^nrfu^ji-. 

■ yr^vTsm^tifz^^^ji-. 

■ mm^TV~)v-cwm^tLfz;<i-ji^. 

( i v) 

(v) mmm^Tv-fv-. 

TiEi^ t (^)ii-m±i,zmm^titzmmxwm^ titzmm^r y 

■ jwiyy^ 
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■ -bn. 

• c 1 — c g r/i-^/k. 

■ ■ 

■ -^^y. 

■ ■ mm^T^j-m^iy. 

■ rs/, 

■ j^'nyyit?< h^>-<:m.m^iitzmm^Tu~jiTmm^tLfzNHc (o) nh. 

( V i ) ^T-ni^^^UlV. 

■ -bn, 

■ ■ >\viYy . 

■ ■ )\uYy\mMMi^r')~)\^'^m^%ttfzy^)V^i^. 

■ ■ }\ufy\m.wmr'}~)v. 

■ y b^i-. 

• Ci -C3 TfV^lUi-^. 

■ -bn-c-g«StLitMi5)JTy-;k. 
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R2 :^i-)vr^y^tz\±>^i-}vr^yx'h^. 

L(4. itVa. VI I I a. tfz\ilXati-^lh>'Mmfl. 

. ryvy^j-jv. c-7;^^^y-9-^ u-f'>\ i. 2, 3. 4-xh7hFn- 
^?t{±t>i?n [2. 2. 1 ] ^7°f D . 

A,7^ni^^u;K4. 1,2, 3 -^r^^'rvu/^. 1,2, 3-hyry'y;t^. i, 2 
-i/h Kn-3-^^y-t^vy/K 1, 3 -i-'^^y-^ v-f y K U/P. iH->fy 

KU;t/. lH-h°nU;k. l -^r^V- 3H--f ysyy'y^-;!/. 2, 

^yVLl, 4] 2, 4->>'hFn-3-:t^y-h"^V"y/l^, 2H-a; 

yVh°7-;i/. 2-^^y-<yyh°^-;i/. 3, 4-i/'b Kn-2H-<yy [b] [ 
1,4] i^':t^-fee-;K 4->r^y-3, 4-i^'bHn-7^^y-;K 4->r^y- 
Aiyy'b^-;!^. 9, 10, 1 0 - h u ^^y-f-^^ti-yr-zu. 9H-^^fyT-;^ 
, 7^:'^i^-;t^. <yy--< s^^yu;K o-y [1,3] i/^^y u/i-. <yy [ 2, 1 
, 3] t^^i^rV'^JjV^ A^yy-Lb] ^x-;t^, y^))V^ ^y^^^y 

^yu/p, ^y^^u^i-. ^ry'jj^vi/. ^ryj;!^. ^x-/p. 2,3- 

i^hFn-l-^^y-^y-fyKU/l^. 2. 3-$/h Fn-A;yy7y/|^^ 2-^^y 
4-:t^y-l, 5, 6, 7-f-h7t Fn--f yFU/P. i-yyU/k 

ryy/t-T-JiD. 

^Nn^yji. 7;l/^n. ^'nn. 7'n^r. Sfciia-K-CS)^. it*il2t:fBKi^^t-^ 

[it*il4] 
Ri (±. 

■ ^^y, 

■ y-7°nhVI/7Sy7;?;k4<-/l', 

■ mmm^ru~!vx-M.m^tifz;< h^>-. 

■ -hrjTwm^tifzmm^7v~ji'^^>'. 

■ j<i-jux'wm^tifz^i'rtiy^^j;v^^i^. 

■ M|gA,xn>'^y;L'-x^yTyT5y*^>'. 

■ t e r t - 7> ^ :y)f;;Ut^=i!UT S 7 . 

■ mm^r y -;^^;^di■-;^r 5 y , 

■ Ci -C2 T;i-^;i--fjr, 

• rm<^i.<^^^^mzmmtifzwmmx'wm^tifzCi r/t-^/i^^^. 

■ ■v^^^^>'^LMilig^try-;^, 

■ ■ ^ b^i--C«§fi^cM«ii5(iTy-;K 

■ M*iisry-;L'^^. 

■ - b nx-mm^tifz^^u y ^ y /pf-^. 

■ ^^yl/T-gJiSti/i^-rny^y;!^^^^. 

■ C5 -Cg y^nr;^^-;i/. 

■ Tmc/)i,ff)t^i^i^i>zmm$tifzwmmx'Mm^tifzA)Vt^i^i^ un. 

■ ■ J\niry^ 
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■ Tf SCO c> coi)-^ A, li^tcsif? § tifzwmmx'wm^tLtzm.mm^T u 

■ ■ ■'\njry^ 

■ ■ h Kn^i^. 

■ ■ -hn. 

■ ■ ■ ^^y. 

• • -mmrv-i]^. 

■ ■ ■ ^rn^'i^' 

■ ■ Ci -C4 TlV^^iy. 

■ ■ mmm^rv~j]^:t^i^. 

■ ■ mmm^T'j-ji. 

■ ■ ^rni^i? y;l/, 

■ Tf SCO t co^^ ^ § fL^cgmST«S n i^-^Uil'. 

■ -01-0 2 r;^^;^. 

( i i ) Tmcoi,cDt^(,ii!±i,zm^^tifzM.imTM.mtifzC2-c^ r/u-y-ji. 

■ - h nT-wi$ titzmm^r u ~fu. 

{ i i i ) TfB(7)i><7)*^J^?!fiirtjMtl^$fLfc^»T«§ix/iC3-C6 i/^'nT^P^Sr 

■ mm^ru-ji. 

( i v) ;i?;l'4<i-^'U;K 
■ 

■ ^ry, 

■ ^bn, 

■ Ci — Og T/i^^;i/, 

■ TIEcoi«*^^,jEtiiLtcSK§fL!t^aT«$tLfcCi -Og r;u^;u. 

■ ■ -^^^y■'y, 

■ -jT^y. 

■ ■ y ^/i-T-Kfi s ti/sM*mT u -/i-. 

■ ■ MmSitruwi/^^^. 

■ Ci —Cy r/l-rjdfi^. 
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■ rsy. 

■ j\uyyit^ h^i^-c-wm^tifzmmi7v~juTmm^titzNHc (o) nh. 

■ mm^TO-iv, 

■ j<i-)]^-Z'WM^tifz^r-T^i^^VfV. 

■ ^^vjyyitm.mm^rv-f^^'C'mm^titz^'rT^i^^ vjv. 

(v i ) tfziirmcoi,co^^i^iti.izmmtitzmm^-cwm^titz^TrJiyi^vj^. 

■ ^Nn^>. 

■ -bn. 

■ Tmcoi,co:h-^'ii±i>zmi^tifzMmmx'wm^tifzCi --c^ nv^iv. 

■ ■)\u^y. 

■ ■ )\xiYy\mmAr')~ivx:mm:fifz>>^^iv^i^. 

■ ■ )\ufy\mwmT^)~)v. 

■ s^i-jut-wm^tifzm^^ru-ju^^iy. 

■ Ci -C4 r)i^)i-zm^tifz^m^ru-)i:^)i^^-/i. 

■ ^^njr'y^tmm^ru-fl. 

■ - b nTm.m$tifzmmm^7 u -/p. 

Lii. s^xx— XXI ii}>£^miK^ti. 
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XXII 



. TyYy^J-)V. C-ymvy-9--{^)^y. l, 2, 3, 4-xh7tFo- 
t/i{±t';/i?n [2. 2. l^^r^-JVX'h^. 

A.7^oi^^'y;K4, 1,2, 3-^r>''ryy;p. 1,2, 3-hury'y;p. 1, 2 

-yh Kn-3-^^y-h°5y'U;K lH-> fyKU;!/. lH-h°ny;l/. 2. 
t ^■^-3-3^-dfy-h°^y'y;^, 2H-<yv"t°5-/t^. 4-^^y-<yy"t°5-;i' 
, r^r'-?->>":i;t/. ^yy' [b] f-x.=~)V. yvii-. -ivrt^^v'vu. ^ji-jT^v^ji. t° 
-^yi^;t/. h°^yy7i/. tyi^vi-, ^yy;i/. f-ryyi^';K f-ryy/K f-x-;i/, f- 
:t7-;l'. 2, 3-'J)zVu-i-^^v--(v-(yvVfV. 2, 3-i^'tFn-^yy 
7y;k, 2-:t^y-'<^yyt°7-;K 2-:t^y-toyi^-;p. 4-:t^y-i, 5 
, 6, 7-f-h7t Kn--<yKy;K 9H-^ifyT-;K i-yyy/K ^fsryy/t- 
, ^;^*yy, uysi^vu, toyi^vp. xh^t h'o-^x-;p. ^yy^^-zi-. t 
tzliK yVi-TV' y 0 , 

[il*lS5] 

( i ) Tmhm-^'iidLi,zmiK$iifzWMmx'mm^iitic, r/p^;!-. 

■ ^^y. 

■ ^*^i^try-;^t«^^^^c;'< b^s^, 

•^fl^jtry-;k^=3r>'. 

■ v^^^^>'f[^M^IS5try-;^^^>'. 

■ -^^T«§^^/-^M^S^try-;^*=¥i^, 

■ ;^i^;kT«Sti/S-^f-n>-^y/l';t^>'. 

■ M^g^-f^>'^y;^-x^yT>r5y^^>'. 

■ t e r t-yhdfix^;k;Ji-ri/lxr5y. 

■ KSiMstr y -;k;&;k^;-;l-7 5 y , 

■ Ci — C2 TfV^fli-^. 

■ ■ ^^^yy^mmm^r^)-)v. 

■ Tm(^)hm'^i^i,zmi^fifzMmmx'Mm^titz:^jit'i^i^ 

■ ■ j\njry^ 

■ ■ y 
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■ ■ r\njry^ 

■ ■ h Fn^^-. 

■ ■ -bn. 

■ ■ ■ ^^y. 

■ ■ ■m.mm:ru~>v. 

• ■ • ^^ni^^ UjI-. 

■ ■ C 1 — C2 TlVa^iy. 

■ ■ v^^^^■y^tCl -C2 r;l/3^>-. 

■ ■ Mmm^TV~)u-c-wm^ii.rzCi -C2 r^u^^i^. 

■ ■ m^TV~j]^t^i^. 

■ ■mm^T\)-ji, 

■ ■ A,f-n> ^' y li , 

■ ■ c 1 -c 2 7!V^fV^ 

■ -m^ru-ji. 

■ ■ j^^yyitmm^TU~)v. 

( i i ) Tmijcoi'^iiA.i,zmsi^titzwmx'wm^tifzC2-c^ rju-y-ji. 

■ mm^7u~)v. 

■ ^^^^>'f[:^*^i5^;Ty-;^. 

( i i i ) Tm<^h<^t^^n±izmiK^titzW^X'WM^titzCs'-'C^ i^^viTtV^ 
( i V ) ^)V:fsiy^^)jV. 

■ )\u^y^ 

■ tKn^^-. 

■ i^T/. 

■ -hn. 

■ Ci — C4 T)V^)V. 

■ y%^<^i:,m-^hmMzmw.^tifzmmm:wm^tifzc^ tjv^jv. 

■ -J^^yy, 

■ -^^y. 

■ ■K*SI^ry-;^, 

■ ■ j< i'li'Tm.m $ tifzmmir y -/v. 

■ ■ mmm^TV~ji:^^i^. 

■ Ci -C2 nva^iy^ 

■ Jwiyy'ttCi — C2 r;l^3^>'. 

■ ^^5S:Ty-;l'T«StL/SCi --C2 TJU^^i^. 
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■ T5y, 

■ r^xjyyit^ h^>"r:-mM^titzmm^r'j~jix-wm^titzNHc (o) nh. 

(v i ) tfzi±Tii<7)i><D^-^i^l,zm.mtifzMM&TWM^tLtz^^ni^':^UJ]^. 

■ J\t;j jry^ 

■ -bn, 

■ rmcoi.m'Cymizmmtifzwmmx--w.m^tifzCi -C4 r/i-^/i'. 

■ ■J\\jyy. 

■ ■ ^\nyyimmm^r u -;i-t«§tL?t^^;k^jj-. 

■ ■ ^\nyy^mmm^ru~)v. 

• Ci -C3 TJV^JUi-^. 

■ ^ i-J^^TWm^tifzmmM^T U 

■ ;<i-jix-wm^tifzmm^ru~/u. 

:^)]/t^iy^V}Ui. l-:t^y— ^>'^-/K ■^>'f-/K 9 -:t^y-7;k^^ri;^ 
. 1, 2, 3, Kn— ^-7^;!^. i:/i{±tV^n [ 2 . 2. i]^rT-f], 

7U;^, t^yy/L-, h°y^v^. ^x-;^, i. 2, s-fyrry;!/. iH-tny/t- 
. 2, 3->>'t Hn-i-:t^y--f y-Y^Fy/L-. 2, 3-i^'t Fn-'^yy^y/i'. 

2H-A;yyt5:i;I/, 2-:^^V -Kyy\::^-Jl^ 4-^^y-l, 5, 6, 7-t 

h7b Fn-^yFy;!.. ifVU/i^. >fy^^^fy'y;K ^;i/4^yy. ^/i/^^y-zt- 
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I ^i 
^n" u oh 



Ri i±. 

( i ) Ci -Ci 0 T7P^;l/, 

( i i ) Cg-Cg i/^'nT;t'dr;k. 

( i i i ) mm^T^)-)i, 

( i V ) ifci±^Tn>^^ iJ/US-aL, 

Li±, S^XX-XXI 

.LIT. Btmm^TU-mi. 7x-;k, -hy^-fl. Tyhy:^)l. ttzli\::y 

^rni-^'U;l/{i. 1, 3 -i/^^y--f V-^ y KU;l^. IH— fyKU/l/, 1 -^^ 
y-3H— ^y<yy'77-;p. 2, s-v-'b Kn-o-y [ 1 , 4] 3 

, 4->'bKn-2H-<yy [b] [1, 4 ] i^':t^-febri;l/, 4->j-^y-3, 4- 

i>'b Kn-7:J'5i^'ri;k. 9, 10, 1 0-h'J:^^V -i-^^-^yf-'l-. 9U-^^ 

y-T^-;!^, <yv"-f 5rvu;i^, <yy" [1,3] >^':t^y u^i-, oy" [ 2 , 1 , 3 ] 

:t^-tfi^TyU;l^. [b] ^x-;l/. ^U/k. -^Sry'U^k. •^y:t^WJ;k. 

^/k^yy. :t^y7-;k, b'^ys^Vk. bui;^;k. ^y^-ify;p. ^x-;k, ^yu;k 
, t^{±'<yy^Tyu;kTS)«., it*ii3tf2K<^'ft-&!|%t/s{±^i^iS, 

Ri (i. 

( i ) Ci -C4 T;i/^;k, 

( i i ) M3SJi5(;TU-;k, 

( i i i ) t^^^Ji^rni^^'Uyl^^^L. 

A.-rni/y U;Ki. 9 H-^if yf-::!;]/. A:.yy" [1,3] 'J:^^VVjU. ^yy' [2 



(56) 



i^lfB2004-315511 (P2004-315511A) 




(57) #iH2004-315511 (P2004-315511A) 



(58) 



#iH2004-315511 (P2004-315511A) 




(59) 



#iH2004-315511 (P2004-315511A) 



[^1:40] 




Ri 

( i ) Ci -Ci 0 T)V^)V. 
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■ ■ Ci -C3 7;l'^;l'T«$fL^:^7'n>':i?y;k. 

■ ■ )\uyy^ 

■ ■ m.mm^T\)-jv^ 

■ ■ ■ =^^-t.fz\ii^-c^ -C3 Tjv^jvr^^. 

■ ■ i^TJ. 

■ Ci -C3 r)i^)ix-mm^tifz^y-ttzii=j-mm^ru~)ir^y. 

■ 0 1 — C 3 T/V^Ji^:^/i^^^-fVT s y . 

• Ci -C4 rjVa^i^:^j\,:ii-}\,r^y. 

■ ■ -bn. 

■ ■ Ci -C3 TlV^/l-.. 

■ ■ t y-t/i{i>^'-Ci -C3 T/i^^/i-r^y. 

■ Ci -C3 TJl'^Jl'i-t. 

■ -^y-tfzii 'j-mmm^r u -/i-r s y . 

■ ■ r\uyyit^j-tfzl±iy-mmm^TV~fVT^y. 

■ ■ rm<^i^<^^^i^m±i,zmmiifzm.tm-cwm^iifzmm^Tv~}i'. 

■ ■ ■ JWJjry^ 

■ ■ ■ Ci -C3 TJl-zi^y, 

■ TIE CO t ^ m±^zmiR § tifzwm^z'wm^titzm.mm^r u . 

■ ■ r\uyy^ 

■ -01—03 T)V^)V^ 

■ j\v}^y\mmm.r')-}ix)],t^-)v. 
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■ C3 -Cg i^';uT)V^)V. 

■ ■ Ci -C3 r;i/^;i^. 

■ ■ C2 -C3 Tjv-y-ii. 

■ ■ m.mm.r')~}vx'Wm^fitzc^ -C3 rtvy-iv. 
C3 nvr-jv. 

■ ■ r\njry^ 

■ ■ h Kn^i^. 

■ --hn, 

■ ■ rmcoi,c7)^>^m.i,zmmtifzmmm'cmm^titzCi -04 T;i/^;k. 

■ ■ ■ ^\njr>\ 

■ ■ ■ t Fn^^. 

■ ■ -mm^TV-fV. 

■ ■ ■ ^y-ti-ziii^-mm^ru-fvr^y. 

■ ■ ■Tii(Di>m-^iii±i,zmiK^tifzmimx'm.m^titz=Ey-tfdi'j-^m:^r 

• ■ ■ • /\nyy^ 

■ ■ ■ ■ :ibn. 

■ ■ ■ -01-03 r;^^;^, 

- - - - Oi -O3 r/l-adf^^ 

- ■ - - yNn^'WtCi — C3 T/kn^^-. 

- - Oi -O3 riV3^=y^ 

■ - Tmcnhm^^minzmm^titzm^x-mm^titzc^ -03 r/i-n^;^. 

- ■ ■ ^-^njry., 

■ ■ ■ Btmm^r'j-/i. 

■ ■ mmm^TU-juyr^y, 

■ ■ Ci -C3 T/l-n^^^yl/d^'ri;!^, 

- - ^ y-t/i{i>^'-Oi -O3 r/i^^/i-r^y. 

- -01-0 3 t;p^;p^^. 

■ - j\n^y^tc 1 -O3 r;t^^;t^^^. 

• - C 1 -C 3 TJl^^llXJlt^-}]^. 

■ -03 -0 6 i-^'nT;k^;l'. 

■ ■ mmm^T'J-Ji'. 

■ ■ ^r-xjiy-^ U;l^, 

■ -01-03 T/l-^^k. 

■ ■ Ci -03 r/L-n^^, 

- - M«Sxtry-;^T«§^^fcOl -O3 nuzi^i^^ 

( i i ) O2-O8 TfV^-Jl. 

Tm(^ij<^t^m±i,zmmtifzmimxMm^tifzC2 -Og t;i/^-;i^. 
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■ mm^ru~)vx'Mm^titzc^ -C3 r/i^^^^-. 

■ mm^TV~iv^ 

■ ■ J\xjjfy^ 

■ ■ h Kn^^-. 

• ■ Ci -C3 T/Pa^i^^ 

■ ■ j\nir-yitc 1 — C3 T^uzi^i^^ 

( i i i ) C2 T;l/^-;l/, 

( i v) C3-C6 i^^'or;!/^;!/. 

TiBcoC,^*^4,ai:t:)Sf?$tL/igJia-C-gJi$fi./iC3 --Cg ;/^'n7;l^^;l^. 

• Ci -C3 TlV^J]^. 

■ rm(^i^<^:b>^'ii:i.izmmtitzwm^x'wm^titzCi -C3 tj^^j^. 

■ ■ h Fn^^. 

■ -^^y. 

■ -mm^TV-ji. 

■ =t/-mi=j-c^ -C3 r/i^dr/i/Tsy. 

■ KSi^ftru-;i't«§tL?t^y-i;^d±i^'-Ci -C3 Tfi^jir^/, 

■ mm^T'j~/v. 

( v) C3 -Ce ^^nr;P^r:i;^^ 

( V i ) TV/M^i- , 

■ -hn. 

(v i i ) mm^ru~fi. 

■ 'yT/. 

■ -bn. 

■ ■ )\u-fy^ 

■ ■ h Yu^'y. 

■ ■ Ci -C3 TJV:!^^'. 

■ ■ mmm^Tv~ju:^^>'. 

■ ■ ^y-tfzii'J-c^ -C3 r/L-^/i/Tsy-N-^dfi^. 

■ ■ ^ y-t/sfii^'-Ci -C3 T/i'^/i'TSy. 

■ -^y-tfdi 'J-mm^r y -;ur 5 y , 

■ ■ Ci -C3 T)va^i^x'W.m^tLfz=t/-tfzi±i^-mm^TV-ii^T^y. 

■ ■ mmm^T'j-ji. 

■ ■ j^nyy^mmm:Tu~!v. 

■ ■ A,xn>'^'y;l'. 
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■ C2 -C3 T/Vy-fV. 

■ Ci — Cg TH^^i^^ 

■ ■ h Kn^i^. 

• ■ j\njry^ 

■ ■:(}JVmi^. 

■ ■ ■ ^TPi^^ ij;t/, 

■ ■ ■ ■ /snyy^ 

■ ■ ■ ■ Ci T;k^;i/. 

■ ■ ■ ■ jwjyyitc^ ^c^r)U^/u. 

■ C2 -C3 r;i/^r-/i/^^>-. 

■ Ci -C3 T/l/^/t/^/l/^J^'-;^:^^^-, 

■ ■ ;Nni^>, 

■ ■ ^\n^r>^bc 1 -C4 TJU^Jl'. 

■ ■ Oi -O3 r;^3^>'. 

■ ■ )\uyy^ 

■ ■ Oi -O3 ni^ii. 

■ ■ J\nyyitc 1 -Co T;i/^;i/, 

■ Miliijtry-;L't«§ix/-cS (O) 2 o„ 

■ ^y-tfzli'J-C-^ -O3 r;pdr;i^r5y;^?/l/;f<-;l^. 

■ mm^TO~j]^X'mm^titz=ty-tfzli'J-Ci -Cg T;^^;^TSy;^?;^*:-;^ 

• rsy. 

■ =^r/TM.mtifz'iJ-tfzi±'J-Ci -C4 r^i-^/i-rsy. 

■ Ci -C3 T/^^;^;^?;^;^^-;^TSy. 

■ M*iiSry-;l't«$iX^cNHC (O) NH. 

■ Ci -C3 Tfva^i^x-m.m^titzmmm^ru-iiX'Wm^titzNnc (o) nh. 

■ ^Nn^^y-fbCi -C3 Tfia^i^x-m.m^tifzmmm^TU-)ix-mm^tifzNHc ( 

O) NH. 

■ Ci — Cg T/V^Jli-:^. 
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■ ^y-tfzli'J-c^ — C3 T)U^)i-T^JXfUt^-ju^ 

■ ■ c 1 — c 7 T;k^;k. 

■ Tf SCO c> io*^ A, Mittcii^ § tifzwmmx'wm^fifz^i'^ i^9^})v. 

■ ■ c 1 -c 3 r/L^^;^, 

■ ■ )\uyy\mmm^T'}~)v. 

( V i i i ) A,-7^n^-^'y;U. 

■ ^Nn^^>. 

■ hFndf^, 

■ i-T/, 

■ -bn. 

■ ■^\nyy. 

■ ■ h Kn^i^. 

■ -^^v. 

■ ■ Ci -C3 r;^^;^^;^to^^^;^. 

■ ■ j^^yyimmm^TU-jvx'wm^tifzc^ -Cg 7;p^;p^^. 

■ ■ MilS5try-;^, 

■ ■ ■)\ury. 

■ ■ ■ -hn. 

■ ■ A.rni^^'U;l', 

■ Ci -C3 T/Va^i^^ 

■ mm^ru~ivr:-m.m^titzc^ -Cg r/i-a^i^^ 

■ Ci rn^jitmm^tifzmm^T'j-ji^^iy. 

■ =ty-tfzi±'J-Ci — C3 T;k^;kTSy. 

■ Ci — C3 ni^Jli^yt. 

■ j^aj^y^mmm^r'j~}i'i-t. 

■ Ci -C3 r/^3^>'X^;^4i-;^T■■M^i§fL^c^^^*^i5^ru-;^^^. 

■ c^^c^ riv=^}\^-t:mm^tifz^'rui^^UfVi-ys-. 
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■ Tf SCO C> coi)-^ A, ii:iL^zmW. s tifzWmmX'Wm^tLtzm.mm^T u 

■ ■ -^^^^ry^ 

■ ■ -bn. 

■ ■ Ci -Cg 7;l^^;K 

■ ■ Ci — C3 T;k3:3f>'. 

■ ■ j\njry-itc 1 — C3 r;t-3^i/. 

■ ■ c 1 -c 3 r)v^)v. 

■ ■ Ci — C3 7;l^3^i^. 

■ • Ci -C3 nvzi^i^^jvif^-jv^^L. 

Y\i- (CH2 ) n,-CS)i9. miiOSfciil-CS)^. 

mm^r'}~M±. 7x-;k -^-7^;k h'7a:-;k ttdiy^^W) 

^f-n>-^"j/Wi, 1,2, s-^ri^'rvy/t-. 1,2, s-hvrYVJi-. 1, 2 
-s/h Kn-3->r^y-b:^y'U;K 1, 3, 4-^Ti^'Tyu;i^. 1, 3->>'^^y 

-^y^yKU/l^. 1, 3-=J^^Vy-Jl. lH-> fyFU/P. lH-h°nn[2, 3 

-c] h'V'JjU. IH-h-uVJl-, 2, 2' , 5' , 2" -^-^^7x-;l^, 2,2' 
-h■■^^7a:-;^. 2, 3 - >>'h Fn- 1 -^:5f y y ^ y F 2, 3->^'hFn 
-KyY [1,4] 2 , 3-i/h Fn-'svy'^ U;!/, 2 , Fn 

-3-:t^y-h°7y''J;l'. 2H-'s>'yt7-;l'. 2->r^y-h°n'Ji^':z;P. 3, 4 
-i^hV^-2U-KyY [I. 4 ] 3, 4 -i^'h Fn- 2 H-^yy [ 

b] [1,4] 4H-<yy'[l, 3] 5^:^/1-. 4H-<yy'h° 

4-^^y-l, 5, 6, 7-f F^t Fn--f yFU;P. 4-^^y-A;>v 
h°7-;t/. gH-Ti^/L-AY'ij;!/,, 9H-:3r-^^yr-y^, r-^i-'J-fV'. ^yy'-f S:/yij 
<yy [1,3] v^r^vu;!^, <yy" [b] ^x-;k 'vyy^U/L-. <yy^T 
yy;i/, yj;!/. -fsyy" [2, i-b] ^ryj/k. -fs^vj/i^. -fy^^-*^y'j;i- 
, ^yL-zt^yy. ^;l/7^U^;l/, ^dfy^-;k. h°'<5i>;k. t'^Ui^Vk, t^y'n [5, 
1-b] ^TyU;P, h°7yU;P. tuy;t/. eusy/i-, enuy/i-, ^y'J;l/. ^y 

Ri 

( i ) rmcohcoij^^i^izm^^tcfzwrn^-cmm^tifzc^ -^c^ o t;i^^;i^, 

■ ^F^y. 

■ v^^yy'^bJ^^lSs^try-;^^^y. 

■ yTyr«sti/i^y-Ci 7;F^;i/TSy. 

■ Miiiiitry-;i/T«$tL/i^y-t;^v:{iy'-Ci -C2 Tfi^jir^y. 

■ ^i-j]^-r:-mm^tifz=ty-m.mmTV~/vT^y. 
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■ ■ -^^^^ry^ 

■ ■ -bn. 

■ ■ Ci — C2 T/kn^Sfi/-. 

■ ■ yNn^r'y-ftc 1 — C2 r;l^3^i^. 

( i i ) Tia^0^.^0*^^yMJi^^MS^S^^fcgma■C*m^^^!^v:C2 -Cs T/P^-il-. 
( i i i ) MSSTtry-yt-t'^^fLitCs -C4 771-^-;^. 

( i V ) ^m^T^}~}V)f^^}V'^mm:fifzi^9xi^^iy]v. 

(v) ;;?;^;^iV^|J;^, 

(v i ) ^w^r-^}~}V. 

■ ^Nn^^>. 

■ tFndr^-^ 
• i^T/. 

■ rsy, 

■ Ci -Cg T;i-^;P. 

■ Ci -Cg Tila^iy^ 

■ rmcoi,m^^iiAizmm^titzwmmx'wm^titiCi -Cg nua^i^^ 

■ ■ ^\nyy^mmm:ru~)v. 

■ y^;^rsy. 

■ i^-Ci -C2 r;k^;kTSy. 

■ '^T /TWM^tlfz'J-Ci^ — C2 T/V^fVT^y. 

( V i i ) A,f-ni^^ U/k. 

■ ^Nn^^>. 

■ b Kn^i/Tg^S^titCi — C4 T/l/^/K 

■ y b^^-. 

■ ■ ^M3^ry^ 
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R2 ?( f-)VTiiJtfzi±'J^i-)l'T^yT$>'0. 
Ui^ jSiVa. VI I I a. tfd±l Xa^j^^MiK^tl. 

^^X\ m^^TU~Mi. y^-fV. -fyi-iv. t'7x:i;k ttd,iy^i~W) 

^TUi^^V/m. 1,2, 3-i-7'JTV'VfU. 1,2, 1, 2 

-i-'h Fn-3-^^y-b°5y U;K 1, 3-'J:^^Vy->V. 1 H-^ yFUyl-. 1 
H-trnU/k. 2, 2' , 5' , 2" -^'-^:t7x::^;l'. 2, 2' - jt-^k. 
2, S-i-'hFn-^yy [ 1 , 4] ^''^r^;^-;^. 3, 4-i^'hFn-2H-^yy [ 
1, 4] ir^^'J~)l. 4-:^^V-KyY\fy-)l. 9 H-;i?7^y^Vy;^. 9H-dr^f 

y^-;!/, <yv"^ srvu;P\ ^yy [1,3] s^':t^y u;k, <yy [b] ^xri;i/ 

y-jU, h°^yn [5, 1-b] i-TV'VJl'. b°^y'y;l-. eUi^;!/, h°U 5 ^7 

y;k. ^y^-9-y;i^. ^ryui^'/t-. ^ryu/i^. ^xri;K 2H-^>'yb°^-;t-. 4 
H-^yy [ 1 , 3 ] i^'^^^-zi-. y^^'j-fv. sry [ 2 , 1 - b ] f-ryy;^ 

, ^/k;^U-;P, tfdil, 3-i/'hKn-<yy7U;l'-C$)i9. 
[if«iI12] 

Ri a. 

{ i ) Tii(Di>m-^iii±i,zMiK^tifzmimx'm.m^titzc^ -c^ r/L-^^u. 

■ ^ryT-msfL/^^^y-x^/i^rsy. 

■ M*i^5s;T'J-;PT«StL/i>-'-^^;PTSy. 

■ y i-jiTMm^titz^y-mmmir u ~)vr s y . 
■rmcoi, co^^ A, liittcjiiR § ivfiiwm^x'wm^iifzmmm^T u 

■ ■ r\niry^ 

■ --bn. 

■ ■ mm^ru-jux'wm^tifzCi r;v^/v. 

■ ■ y V^i-. 

■ ■ ^^^^^>^ky h^^-. 

{ i i ) rni(7)i^(')i}-'^m±^miK^tifzmmmx-wm^tifzC2'-c7 rju-y-ju. 

■ mm^r'j~)ixMm^titzy h^^. 

■ mm^TV~)v, 

■ yh^^-xMrn^Ktzmm^ru-^v. 

( i i i ) m^^r 'j~!iX'Mm^tifzyi~-)V. 

(v) ^/l-d^-^-y U;l/. 
(v i ) W^5i;ry-;k 

TiBt^ i> <^t^m±i,zmmtifzmsmxMm^ titzmm^r y 
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■ hKn^^-, 

■ i^ry. 

■ 757, 

• Ci — C3 Tiva^i^^ 

■ -J^n^y^ 

■ i^'-Ci -C2 TJU^JUT^y. 

■ /Tmm^tifz'J-c ^ -C2 nv^jvr^y. 

■ ^^xJir'yit^i-fVi-t. 

( V i i ) ^"fr^i^^Ull. 

■ Tf B^o t io*^ A, ^tei^jiiR § tifzwmmx'wm^fifzm.mm^r u 

■ ■^\nyy. 

■ ■ J\ndryit:^i-}V^ 

Li±, 5tXX-XXI It^lomm^fi. 

ZZX\ §mm^T')~M±.. 7x-;l^, i;/i{i:f7ji:-;l'T'3iO. 

^rn>-7U;Ki;, 1 H--< y K lH-b°ni;;l^, 2, 3 - i^'t Kn-O V [ 
1,4] 'Jt^iy-Jl-^ 9H-7;?;I/Ayy;p, ^yV [1,3] ^-'^^VU/t, 7'Jfl\ 
h°5yU;l/. f-x-;l^. 4 -^dj-y-A;y^/t°^-;t^^ 7-t:'f-i^'ri;k, -<5:5'V"[2, 1 
-b] ^7V'U;l'. t°iji^>. Syv'U;t^. 2, B-i^'hKn-O-y-yU;!^, 

^yy [ b ] i-3:-juT$) D . 
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H F ^ 
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^NH O^F 


H 1 






k 






Br 


H f P 
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H Br 
H 
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H • O ' 
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H H 
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H Br PI 
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Ri i±. 

( i ) Ci -Ci g r;^^;^, 

■ ■ y\a^ry^ 

■ --bn. 

■ ■ c 1 — c 3 r)i-^)V: 
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■ ■ J\n'f yitc 1 — C3 TJU^Jl'. 

■ ■ Ci -C3 r/l/n^^-. 

■ ■ J\uyy-itCi — C3 Tfl^^i^. 

( i i ) C2 -C3 T;k^-;l/. 

( i i i ) M*Si(:tu-;p. 

■ i^ry, 

■ -bn, 

■ ■ r\njry^ 

■ -^^y. 

■ C2 — C3 T/V^-fi-. 

■ Ci -C4 T/Va^i^^ 

■ ■ 

■ ■ -^f-n^-i? y;l/, 

■ Tim i> ^i? ^ imm^ § fd-zm^m:m^^Kfzw.m^r u -/w^^ 

■ --bn. 

■ ■ C 1 — C 3 T}\'^}\'. 

■ ■ )\x3Yv\^c 1 -C3 nv^iv^ 

■ ^y-S/iiiv-Ci -C4 T;i/^;k75y. 

■ Ci -C3 r/i^^/L-Ti^/i^.-f^'-z^rsy, 

■ ^J-t.fzWJ-c^ ^C3 7;k^;l^75yT«StL/iM^ii5f;TU-;l^i^'7r. 

■ Ci -C3 7;l/^;I/X;l^4^ri;i/, 
■M*m7U-;K 

( i V ) ^fn^^y/l/-, 

■ )\uYy.^ 

■ Ci -C3 7;l^^;l/. 

■ TfB<7)tcO:<,.^,5fcttcSiR§ti;t^ST«S^l,/::Ci -C3 T}V^}V. 

■ ■)\uYy. 

■ -^^v. 

■ ■ mm^T u -;^x^;^4i■-;^7 s y . 

■ ■ j\\j^y^mmm^r'j~^v:^fvt^-)uri/. 

■ ■ ^^ny^ y/k, 

■ ■ ■ r\uyy^ 

■ ■ ■ Ci — C3 TJl^/l. 

■ ■ ■ )\uyyitc^ — C3 T)V^)V^ 
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■ ■ j\uyyi\:c 1 -C3 Tfi^ji^mi. 

Yli. -s (o) 2 -"r-J)D. 

7, 7 -i^'^ 2 -^^V- fS/^n [ 2 . 2. 1 ] ^7°^;I^ 

^rn^^U/Ki. 1, 2, 3, 4-Th7hFn-^y='fy y;l/. 1,2, 3-f-r 
'JTYVfV. lH-t°ny;l/. <yy [2, 1, 3] ^r^-'fi/'TVUyl'. '^-yy [b] ^ 

yNn^^yJi, 7;k^n. ^'nn. 7'n^r. i!^c{i3-K-C$)'&. It^il 1 t=f BKi^^t-^ 
[11*1115] 
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Ri (i. H. -CO2 * Bu. ttzii-C02 Bn {B nli^y'JjimX':^^) i^^M 
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[11*1120] 
[0001] 

[*©s«] 

[0002] 

iitt^7°^KT-felKX-;7->m*/t^> (MCH) Ji. ^-7ryG-^yyN°^W^^ 
IMS§#:SLC-li7)F^ftttU^>FttT|ol£$tLTl^l.o Shimomura et a 

1., Biochem. Biophys. Res. Commun. 261^. 622-26M(1999)#Hl„ 5T^t:J;0. MCH 

sx-ffcoff*3m'i°, jj; .1 bim'd^i^iix ^ , fgSTii, Mc H ^x<M&i'mz^^^ 

tLi-z-^^Xii., imMiiXt/mimmi:^^^t^mimh.X\-^h. Saito et al.. TEM 
, 11^, 299H(2000:^)#BS„ >Ic7)J;atC. ^C»;i±. S C L- l^Il«tffi^^'^ffl■r 
S M C H 7y ^ r?-- X f ^m,-r«. ; t {±. jiB}^?&^co#st:ai:o-c'i)6 0 1 1 ^ a ; t 

*^'^§tLTV^I)<, Shimomura et al., Biochem. Biophys. Res. Conmun. 261^. 622-26 
[0003] 

G^y^N-^^itfM^®* (GPCR) (im-cii, ft}i«t^x^-7^*^Lr 

v^i, „ ztii^c^)^mmi^x , ^c^j^ti^-ti^fK-i-Mar^, 7 f[ii;7j«/xu -7 ^x^^Mt- 
s 2 2 A, 2 4 {ioa7icttr 5 y MA^^ =5r s 7 o^ffi^ij i^th . mAn^t/ms <7)mm 

ecrmnm^v-y^xt:. mmmmnx-MM-ti. ^^i^m^i-mi^^mi. «^ 

teat, T5y*ffiii. IHMMtCfigLTVil,, fl5fcJ:ts'®6C0^y ■y ^'XtS 

. ^(7)S^#:fcffl5f^MLai.fc|SlS$fLTV^|.G:?y^>°^'«J4. Gq. Gs, G 

ifcj;lXGoT35«.o 

[0004] 

*a^W^ffTT(±. GPCR{±. fflflaHttir. 2-^(DWj:h^tfz\i±WWMifi^ 

mmm.\^mk^z^)y':f'fh^b-^x-%'f. M/^m^i^tz^-t^tm^^. ^^W(^± 

[0005] 

%m±. '-im^m<o±mmi'smtthfz)^\.z^ '}i}'yYtm\\<n^ii-xj^iwi^L 

-Ci^l>o ZK^cr)Tru~^\i^ ^^mz^^'t^^}:fjyYa}m^^m'thLt^zi.y) . 



(90) 



!^lfB2004-315511 (P2004-315511A) 



SS-fLfi:, ^mi&'\i.%^m^^it (constitutive receptor activation) tftStlT t^-S 
[0006] 

tmhKXi-^l. PCT!ftl^ffi|#,9 7/2 0 82 3-5f#M„ ^i-YUyimm±. KM* 

92/07844-^, 
[0007] 

. mmii. mM^^j:±ffuiimm^tifdmzT^mimzmmLfzzticm-io^Rm)] (oppu 

gnant behavior) h^^^^tlX\>^rz. lEMt^lW-rSKli^tT/t/. h h i5 Xt/m'\!!9X'(D^it 

^mmt^x^mzh hmmi>zm-tKmmi>fz^^'m-n^mi5i:uicmm^(^m 
m^^mmmm^izxKi. hhx-co^commi. mmx\ ^i^mz$^<mii^^x^^h 

ztfi^^s^tixi^h. Ltz^^-^x. mmmm^xmmi^L. a^^&^-frc^Ks^w 
■tZ:. -1 bimimmxh^. mc hr i ry^d'-x hi±. if-omm}zii^^xmtsxw^ 
m^xmrn-mmi^i-ifSfxtcK , mmzi,. m-^iiXum^mmih^-tiiBorm 

sky et al., Nature Medicine. 8^, 825-830K. 2002^), MCHR ITy^ :i-Xhli 

. i<f'}mm^TJVxcD^^mimim. mmmmts^x/m^m^p^^t'^za^^x. m 
o-:iiiXv^m'mm^^~t^tt/^m.^^tix^^^. ^tii^^T^^m. MCHRiry^ 
:^-x ui. mm^immmm^^-thf.zMzmm-t^^tttiX'^:h^t^: 
^.ix\^^. ^^iz.mm^:ffd.mfzifX'^j<. d-^m$5Xv^T-mifd^.^mmi- 
hfzMzmt^^ikm'i^. McnRiTyi^d-xhl±. ^ti^mmzX'o. n 
p YmmT^^mmm^i^^i>cox'T^^im(o^^i/^^M^fin& n p y^w* 
ry^d-xhtimw\^tii. 

[0008] 

h^txh^. Mzfmix. Mcwmmii. ^iof.zm.^^^i.tih^^t 

ii. aSt:fi-ri>(Shimada et al . , Nature. 396^, 670-674M. 1998^1^). :iixh\imz 
. NPY(EricksorL et al., Nature, 381^., 415-4181:, 1996^f), § /i>lCY KPedrazzi 
ni et al., Nature Medicine, 4^., 722-726H., 1998^fi) J;y Y 5SW#;(Marsli et al. 
, Nature Medicine, 4^. 718-721H, 1998^F) ^5^iS§-ttJt:-7'^X{i^5g^'fra&|ff# L 

mmm<^Mm\m^zi5\^x . y i t.fz\iY5^mii^Ty9d-x h i o i^mnmht 

[0009] 

^ffmxizts h h \^xw£\ ^iiK >wMx:<mm<n%>^<r)mmi . m:X^m<mmmz 
$ \zm^mw^\z^ D , >! <mm:<n^wm<mmif-mh $ tit v ^ i> „ He 

alth Implications of Obesity. NIH Consens. Statement Online 1985^i^2i^ll-130;5(9 
)^:1-7K#B§, 
[0010] 

^^.wmm\ \i. mits:L'Mzn-thmv£mwi<nm.xm . ^mmt^m.^ 
2o%^x^mh'm.him^fixv^h . m&m%x:\i^ *iic7)jc\i^2At:iAA\ 
mmmzimxh"^. m^x ^^m:^ 3%\:xkMMLx\^h^}iifi^^^Kx\^h . Fieg 

al M.D. et al., 22 Int. J. Obes. Relat. Metab. Disor. 39^. (1998^Ii)„ WM- 
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com^mmmmi^Mmi^z^ ±5r®«WM'WT'S)S, mm. Nishina p.m. et 

al., 43 Metab. 554M. (1994^). 
[0011] 

[0012] 

mMm\ WMizmmixi^x , im<r>miy^i&rmm-i.Mz'ii'^iz ixmifti 
ri^^j i^zm-i^'i^^^y'tcmmi'imh^iti.zii^^xh. s^t-j,i>„ mm^mM-ij- 

[0013] 
[^tl] 




11 111 



Ri {±. 
[0014] 

( i ) Ci -Ci 6 rmiv. 

Tii<^i^<^i}-^i^m.±i,zm^^tifzwmx'mm^fifzc^ --c, ^ nv^jv. 

■ )\ufy. 

■ *^y, 

■ Ci — C3 T}Vn^iy^ 

■ -Tti<^h<ni:j-^hmL\,zmw.^tifzmmmxwm^tifzc ^ r)va^i^. 
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■ ■ A.f-n^'i?y;l/, 

• ■ j\nyy^ 

■ ■ -bn. 

■ ■ ■ ^^y. 

■ ■ ■ =^y-ttzii'J-c-^ — C3 TJV'^ji-7$.y. 

■ ■ ■ mm^ro-iv^^n-t'-nr^y. 

■ ■ ■ ^^^^^•Wb^*^i5^TU-;^^;^.-^^■-;^r5y. 

■ "^y-tfzli'J-C^ -C3 r/P^/t/rsy;??;^;^-;!^. 

■ =Ey-tfzii'J-c-^ -C3 r/i^^/ursy. 

■ ■ iyry. 

■ Tf SCO t (7)*^ 5fcit:jMiR § tifzwmmx'wm^tifz^t y-ttzu i^-^mmr y - 

■ ■ h Kn^ix, 

■ ■ c 1 3 r/i/^/t', 

[0015] 

■ TlEcoiO*^^.MTit:ilfX§^i/SgmSt«$fL/iCi -C3 T/V^/i^Afl^^-^i^r 

5y, 

■ ■ Ci -C3 T/l-^/kT^^yl/^^-yl/TSy. 

■ ■ mmm^r y -;^^/^4i■-/^r 5 y . 

■ ■ ^rni^y y/i-, 

■ Ci -C4 r/^3^>'^;^4i-;^r5y, 

■ A.-fnv-y y/i^7^;t/#'-;t/rsy. 

■ M*iii^T y -;l'X;k4^:i;k7 5 y . 

■ TIE CO i ^ i^l^zMM $ tifzMmmX'MM^titim.mm^r y -;l'X;l/4^:i;t/r 5 

y. 
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■ ■ C 1 -C 3 T)V^)V^ 

■ ■ ^y-S:^c{ii^"-Ci -C3 r;i^^;j^rsy. 

■ Ci — C3 T;i'^;t-^:t. 

■ TfScOC>tO*^A,MjttcilfK§fLJ^cK}«S-C«StLfcC, -C3 TJV^JV^i^. 

■ -^/-tfdi i^-mm^7 y -/it s / . 

■ ■ ■ j\uyy. 

■ ■ ■ Ci -C3 T;i/3^v-, 
[0016] 

■ ■ Ci -C3 TlV^fV., 

• Tf Eco i> (Tit? to ma-zma. § ixtzWm:mk^tifz^^r3 i^^^i ;t^^^ . 

■ --hn. 

■ ■ C 1 3 T)V^1V^ 

• ■ J\njry^ 

■ ■ Ci -C3 ryi-^/L-. 

■ ■ Ci -C3 Tfl-zi^i-. 

■ ■ c 2 -^c 3 r/i-^-zi^. 

■ ■ Ci ^C3 7;l'^;l^x;t^7^-;l^T«$ix/iK^5(:TU-;l^T«StLitC2 - 
C3 TJVr-JV. 

[0017] 

■ ■ -^^^^ry^ 

■ ■ h Fn^^-. 

■ ■ -bn. 

■ ■ Tti<^i^<Di}-(:>m±i>zmM^tifzm.mmx-m.mixfzCi -^c^ r;p^;p, 

■ ■ ■JSXldr'y^ 

■ ■ ■ fc^-o^^. 

■ ■ ■ ^^y. 

■ ■ -mm^TV-fv., 

■ ■ ■ ^f-n^-y U;t/. 

■ ■ ■ ^j-tfzii=j-mm^ru~fVT^j. 

■ ■ ■Tm<^i^<^i}^^i^i>zmtK^tifzwm£X'mm^tifz=ty'tfzi±'j~m.mm^r 
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■ ■ ■ ■ f\y3jry^ 

■ ■ ■ ■ ^hn. 

■ ■ ■ ■ Ci -C3 T)V^)V. 

■ ■ ■ ■ Ci -C3 TJVa^'y. 

■ ■ ■ ■ ^^^y>'^bCl — C3 T;l/3^i/. 

• ■ Ci — C4 TJVzi^i^. 

■ ■ mmirv-jiit^i^. 

■ ■ Ci — C3 T^V^^iy^^^l-^^-iV^ 

■ ■ Ci -C3 r;^^;^;^?;^4i-;^vj-df>. 

■ ■ ■ j\'ajry^ 

■ ■ ■ -hn. 

■ ■ • Ci -C3 TJl^Ji^. 

• ■ ■ Ci — C3 TJV-a^i^. 

■ ■ ■ jsxjyy^tc^ -C3 TfV^^i^. 

■ ■ y;PX?7°h. 

■ ■ Ci -C3 r;^^;^f-^, 

■ ■ J\nyy^tc 1 ^C3 7)l^}li':^. 

■ ■ C 1 — C 3 TlV^lVXlVit^-JV^ 

■ ■ A^T^ni^i? U/k, 

■ Tf St?) i co^^ ^ mzM^ § ivf::mm^X'Wm^iitz'\T^ 

■ ■ h Yu^K'y. 

■ -01-03 7lV^)V. 

■ ■mMm.T')~)V'(:wm^fitzC^ -O3 T)V^)V. 

■ - Oi -O3 r;l/3^^. 

■ - mmm^rv-ji-Trnm^titzc^ -03 rfva^iy^ 

■ ■ mmm^Tv~ju. 

[0018] 

{ i i ) C2 -Cg T;k^-;l/. 

■ r\u^y^ 

■ ^^y, 

■ Ci — C3 TJVa^iy^ 

■ mMm^T^}~)V'z-wm^tifzc^ -03 7)vai^iy^ 

■ Tim i> m-^ to $ fd-zm^mt'm.-^tx.fzmmi^r u 

■ ■ )\u^y^ 
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■ ■ h Kn^^-. 

■ --bn, 

■ ■ C 1 — C 3 TiV^iV. 

■ ■ Ci -C3 r/L-n^^. 

■ ■ h Kn^ix. 

■ --hn, 

• ■ c 1 -c 3 r;^^/^. 

■ -01—03 TlVa^iy. 
[0019] 

( i i i ) C2 -C4 T;i/^-;k. 

mmm^T y -ivzwrn^titz c 2 -c 4 r^t-^-;!^. 

[0020] 

( i v) Cg-Ce i^i^nT;l^^;l'. 

■ ■ h Fn^^. 

■ =i/-tfzii'J-c-i -C3 r/^^/i-rsy. 

■ mm^ru~)v. 

(v) C3-C6 i/>?nT;P^:i;k. 

Ci -C3 Tju^ivTwrn^titic^-^c^ ^y^uriv'r-iv^ 

( V i ) X7;P#'i^^U/K 

■ hFn^^. 

■ ^bn, 
[0021] 

( V 1 i ) MifeS5*;ru-;u, 
■ 

■ tKn^^-. 

■ -yTJ. 

■ -hn. 

■ Ci — Cg TA/^JV^ 

■ ■v^^^^>, 

■ ■ h Kn^i-. 

■ -jT^V. 

■ ■ c 1 — C3 r/L-n^^. 

■ ■ ^ y-t/tiii^-Ci -C3 r/t-^/i^rsy-N-^dr^. 

■ ■ ^y-t/s{±i>-Ci — C3 r/p-^/p-rsy. 
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■ ■ Ci -C3 r}va=^>-zm.m^tifz^y-tfzi±'j-Bmm^ru~;ur^y. 

■ ■ ■ J\nyy^ 

■ ■ ■ Ci -C3 TJl-^fU. 

■ ■ ■ ^Nn^^-y-fbCi -C3 TiV^fV. 

■ ■ A.f-Pix^ y;l/^ 

[0022] 

■ C2 T)V^=i!V. 

■ ■ h Fn^^. 

■ -yNpy-y. 

■ ■ "^/-tfzii'J-c^^c^r/v^/vr^y. 

■ ■mm^TV~ju. 

■ ■ j\nyy^mmm^rv~)v. 

■ ■ A.f-n>-i7 

■ ■ rMi(Oi,co^^mi.t>zM9i^tifzWWm-^m^tifz^i'ni^^ 

■ ■ ■ j\'ajry^ 

■ ■ ■ A,f-ni^:? U/U. 

■ ■ ■rmcoi,m^^ii!Aizmmtifzwm&x'mm^titz^TV3i^':'VJi'. 

■ ■ ■ ■ ;\uyy^ 

■ ■ ■ ■ Ci — Co T;k^;t/. 

■ ■ ■ ■ ^^^^^>{bCl -C3 7;l^^;l^. 

■ C2 -C3 r;^^^-;^^^^. 

■ Ci -C3 TJV^Ji':fjJi'^^-)V^^i^^ 

■ TiEco i m' ^ 'i^izmi $ titzMmmx-mm^titzmmm^r u -/i-^^ 

■ ■ -^^^^ry^ 

• ■ -bn. 

• ■ ^\ni^-Wto 1 -O4 Tf\^^J\^. 

■ ■ Ci -03 r^un^^-. 

[0023] 

■ TiEco i m±^zrm ^ titzMmmx-wm^titz^i'vi i^^u , 

■ ■ -^^^^ry^ 

■ ■ C 1 3 7lV^)V. 

■ ■ J\u^y\tC 1 — C3 r}l^)l. 

■ mm^7')-)vx'wm^titzs (0)20. 
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■ Tsy. 

■ =^/-tfziii^-c^ -C4 r;t/^;PTsy, 

■ c 1 -c 3 rn^-fi AA ^'-iir 5 y . 

■ mm^TO~!]^-^-Sm^iltzC^ -C3 T;l/=^:::;l/^;k;fr::i;l/T5y. 

■ U -;l^x;l^4^:i;t^7 5 y . 

• Ci r;^^;^•c■^$^^!t^^ry-;^x;^7J^rl;^r5y. 

■ M*i^j^T U ~)VX'Wm^tltz N H C ( O ) N H . 

■ Ci -C3 r;Va^i^XW^^titzmmm'^^r)-!l-zm,i^iit:'^uc (O) NH. 

■ j\TnyyitCi -C3 7!l^^i^XWn^iLfzmmM^r 'j-ilTm^t^iifz^HC ( 

O) NH, 

■ ^y-tfzit'J-c^ -C3 r)i^)ur^yx'm.m^titzmW:^ru-ji'Jrv\ 

• Ci -C3 T;^%^^^. 

■ -^Nnyy. 

■ ■ i^ry. 

• ■ C 1 3 TJV^fV. 

■ ^y-i/^c(i>^"-Ci -C3 7;l/^;l^r5yx;^4^::i;^. 

■ mm^TV~)u, 

■ Tf SCO c> A, wzmm $ fL!^c^aT«$ ^litM^jSiT u -^t-. 

■ ■ c 1 -c 7 r;i/^;i/. 

• TIE CO i MitillR § tifzMMSX'MM^titz^i'n i^^U/l. 

■ ■ Ci -C3 T/l-^^k. 

■ ■^Nn^ry^b^gg^s^ry-;!/, 
[0024] 

( V i i i ) ^j-n>-^^J)l^ 

t fzurmco i,m^^ii!:i.i,zmiR$tij-zmm^x'mm^titz^TV3i^ ^ y /i-. 

■ 

■ tKn^^-. 

■ i^T/. 

■ -bn. 

■ Ci — C4 Tfl-^fl. 

■ rmcoi,0^-^^iAi>zmm^firzwmmTwm^tii-zc, tju^ju^ 



■ ■ h Yu^-y. 

■ -^^y. 

■ ■ Ci -C3 TJV^)Vi})V^^-!Vi[^i^. 

■ ■ Ci -C3 TlVa^iy^^l':¥:-/V. 

■ ■ Ci -C3 r;^^;^^^, 

■ ■Mllii5ery-;K 

■ ■ ■ )\uYy., 

■ ■ ■ -hn. 

■ ■ A.f-n>'^y;l^, 

■ ■ ■ )\ufy. 

■ ■ ■ Ci -C3 r;^^;^, 

■ ■ ■ )\rxfy\Y.c^ -C3 r/i-df/i^. 

■ Tf SCO t (7)*^ 5fcit:jMiR § fitzm^m-^mmtif^^m^T y -^t-^^ i 

• ■)\u^y. 

■ ■ Ci -C3 7;i-^;P, 

■ ^j-t.fz\i.v-c^ -C3 T;^=3f/^rsy. 

■ Ci — C3 T;i'^;i'^:t. 

■ C2 -C3 r;l^r>--;t'^^. 

■ M«i^Jtry-;^f-7^. 

■ ^Nn^^>{bM*SitTy-;k^^, 

■ ^rn>-y y;i^^jr, 

■ Ci -C3 T/V^JVTm^^tifz'^r-'ny^VfVi-:^. 

■ Ci -C3 r;l/^;I/X;U4^ri;i/, 

■ M*mTy-;PX;P4^ri;t^. 

■ ^\nir'y^tmm^r'J~flxjV:r^-;V. 

• Ci -C4 r;^^;^T■■M^i§^^!^c^^ry-;^x;^7J^rl;^, 

■ --bn. 

■ -01-03 T)V^>V., 

■ ■ J\u'fyitc^ -C3 r)V^)V. 

■ ■ C 1 —03 T/L-n^i^. 

■ ■ J\nyyitc 1 — C3 T;t-3^s^. 

■ A,f-n>-y y/i'. 

■ ■ J\niry^ 
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■ ■ C 1 -C 3 T)V^)V^ 

■ ■ Ci -C3 T/l-n^i-^yl/d^'r^/kSr^L. 
[0025] 

R2 (i, -NHNH2 . -NHNHBoc. -N (R2 ^ ) (R2 b ) . ^^1-4^ U 7 , 
4 - T-b^/k- i^'/k. Jtl±4 - 7 X -;t/- h°^^ i^/t/T-J) D . 
R2 . {4. Hi/i(4Ci ^Cg TJP^/VX'h'O. 

Ci -C4 r;pdf;^s 

■ hb'n^^, 

■ Ci — C3 T;i/3^^-, 

■ rsy. 

■ -NHBo 

■ C3 -Cg i^^nr;!^^;!^, 

■ ■J\^yy. 

■ ■ c 1 -c 3 r/t-^/i-. 

■ ■ Ci -C3 T)V-^^i^. 

■ ■ -SO2 NH2 . 

■ ^Nn^^>. 

■ Ci -C3 r;^^;^, 

■ Ci -C3 r)]^^^i^. 

U\2] 



-R3 IV 



[0026] 

^^X\ B o c {±;^;W^'S ygSt e r t -r^;kXX TOUT'S) . R3 {±C 1 — C 3 T 

■ Ci ~C3 T)]^a^^^xMm^iifzmmm3^Tu-)]^. 
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R5 



Va 



Via 



VIb 



Rrcx,^- r^cXn" RrO'.N/ 
R5 R5 R5 

Vtl Vila Vllb 
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Ut5] 




R5 R5 R5 

.a" ^r- -jo-^- 

R4 R4 R4 

IX IXa IXb 




XIV 



rTX^n^ 

XV 



XVI 



XVII 



XVIII 



XIX 



[0027] 

Ytt, -s (o) 2 -c (o) ttzli- (CH2 ) ^X'h'O. 

iiy:L-ryVV)iTh^. 

7:?;l/;J^>^U;H±, 10, 1 1 -i^'h Kn- 5 -:t^y- J^'^yV [ a , d]>'^'n^ 
T-fyL-, 1 -:t^y--f y^-'-zL-, 7, 7-i>';'f^;l/-2-^=^y-f>'^'n [2. 2. 

^^y-;K c-7;l'>rP'y-9— ^ Ut>. -^y^-::^;!^. -iyr^Ji-. l, 2, 3, 4 
-xb^t Ka--t7^;k. ^/sfit^-i^n [2. 2. l ] ^vr-f-il-'C'S) 0 . 
[0028] 
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^rni/^'U;Wi. 1, 2, 3, Kn--^ y^y U;]/. 1,2, 

i^ryy;K i, 2, s-byryy/i^. 1, 2-i-'hKn-3-^^y-h°^yy7i^. 
1,3, 4-^r>''Ty'y;i^. 1, s-'jit^v-^v^ yvufi-. 1, 3->''>j-^y5 

lH--fyKy;k. lH-t°nn[2, 3- c ] h°y i;^;!^. iH-eny^i-, 1- 
^dfy-3H-^y^yy■75-;^. 2, 2' , 5' , 2" -^'-^^yx-yp. 2, 2 
' -h--?-;ryx-;l/, 2, 3-i/t Kn-i-:t^y--^y-^yKy;l/. 2, 3-i^tH 
n-^yy [1, 4] >^':t^i^-;k. 2, 3 -i^'h Kn->^yyy y;k. 2, 4-i''hK 
n-3-^^y-t5yy;k. 2H->^yyt7-;U. 2-yi-^V-Kyv'}fy-jV^ 2 
-:t^y-h°nyi/'ri;K 3, 4-i^'h Hn-2H-0'y [ 1 , 4^1 :^^-ti^-Jl'. 3 
, 4->''hKn-2H-^yy [b] [1, 4] i^'^^-febrr^;^. 4H-A;>'y[i, 3 
] 4H-KyY\fy-}l. 4-^dry-l, 5, 6. 

■^>'Ky;^. 4-vr^y-3, 4->^"b Kn-y3'7i^-;K 4 -^^y-^yyt^r^ 

;t/. 9, 10, 1 0-hy:t^y-^^^-9-yx-;t/. 9H-;4fyt^y^yy;l^. 9H-^-9- 

t^:'^^-;k o-yM s^-yy;K o-y [ i , 3 ] y^^y y;i/. <yy 
[2, 1, 3] it^-fi^'Tyyyt'. '^y-y [b] ^x:z;t-. ^yyyy;^ ^yy^ry 
y;i/, ^^yyy/i/. yy/i^. -fs^y[2, i-b] f-ryy/t-. -fsryy/u. -fy* 
^tfyy^i^. ^;i^:ityy. ^;i^:i^y-;i/. ^^wy^i/. ^^y^-zu, t^^i^vi-. t 
^y>>>. t^yn [5, i-b] ^ry y;K h°^yy;K h°y>>;^, tys^^vp. t 
nyi>';t/, ^yy;i/, ^y^-9-y;t^, f-ryyi^'/i/. f-ryy/i-. f-x-zt-. f-^^-zt- 

, 2, 3-i^hHn-'^yyyy;|/. rN^t Kn-^x:^;l^. ifcii^yy'y^-zPT 
[0029] 

[0030] 

( i ) Ci -Ci 0 t;p^;p. 

■ ^^y. 

■ ^;^;^i>^'y;^^^v. 

■Msmry-zp^^i-. 

• ■ -ZAn^y, 

■ ■ -bn. 

■ ■ ■ ^^y, 

■ ■ ■ mm^r^j~)iA)\^^'~)\^riy. 

■ ■ ■ J\'Odr^yitm^TV~Ji^:ffJi^7f.-)VT^y. 

■ ^rn^-^y/l-yj-^i^, 

■ gJi^rn^-^ y;l/-x^ y T>T 5 y^r^i/. 

■ mm^TU-lVTWrn^tlfzCi -C3 r;I^3=^>';^f;L';frri;t^. 

■ ^y-ajt{±>>"-Ci — C3 T/i/^/kTsyj^f/k^^-zt-. 
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■ ■ Ci -C3 r;i/^;i^;^f;P4^-;i/TSy. 

■ ■ mm^T V ~jvi))VTf^-)VT s y . 

■ ■ A,7^ni^i?y;l'. 

■ mm^r u -jixtv^.-fir s y . 

■ --ho. 

■ ■ C 1 — C 3 TfV^fV. 

■ ■ ■ j\'a-iry^ 

■ ■ ■ Ci -C3 r;P3^x-, 

[0031] 

■ TiEo i ^ m±^zmm $ titzmmmx-mm^titzmm^r u , 

■ -J^nyy^ 

■ -01-03 TfV^^V. 

■ Tf St?) i ^ § ^i,/::A.Tn ^' U J^i-^ . 

■ ■ -hn. 

■ -01-03 ni^iV. 

■ O3 -Og ;x^nT;P^;P. 

■ Oi -O3 T/V^jUX-wm^tifzC^ -Og i^^'nr/t^^/t^, 

• C3 -Cg >'^^r/^^-;^. 

- -J^nyy^ 

■ ■ Oi -03 r^i-^^K 

■ ■ 0 1 — C3 r/L-n^^', 

■ ■ C2 -C3 TJl-y-fl-. 

■ ■ mmm^r'j~j\^Tm.m$tifzC2 -Cg r^vy-ji. 

■ -01-03 r/L-^/t-xyp^ ^ -)VX'Mm^titzm.mm^ru -)]^xMM^tifzC2 -~ 

[0032] 
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■ ■ r\rijfy^ 

■ ■ h Kn^x. 

■ --bn. 

■ ■ ■ ^^y. 

■ ■ ■mmT')~}v. 

■ ■ ■ A.f-ni/-^ U/t'. 

■ ■ Ci — C4 T)Vn^iy^ 

■ ■ ■ y\n^r-y^ 

■ ■ ■ mmm^T u -/p., 

■ ■ ■ j\'ajry^ 

■ ■ ■ -hn. 

■ ■ • Ci -C3 TJl^Ji^. 

• ■ ■ Ci — C3 TJV-a^i^. 

■ ■ ■ jsxjyy^tc^ -C3 TfV^^i^. 

■ ■ y;PX?7°h. 

■ -01-03 r;^^;^f-^, 

■ ■ J\nyy^tc 1 -O3 7)l^}li':^. 

■ ■ C 1 — C 3 TlV^lVXlVit^-JV^ 

■ -03-0 6 -y^XiTlV^lV^ 

■ - A,y-ni^y U/k, 

■ Tf St?) i co^^ ^ mzM^ § ivfiiWm^X'Wm^iifz^T^ 

■ - h Yu^K'y. 

■ -01-03 7lV^)V. 

■ ■mMm.T')~)Vx:wm^fitzC^ -O3 T)V^)V. 

■ - Oi -O3 r;l/3^^. 

■ - mmm^rv-ji-Trnm^titzc^ -03 r/t-^^^-. 

■ ■ mmm^Tv~ju. 

[0033] 

{ i i ) C2 -Cg T;k^-;l/. 

■ ^^y, 

■ TiEco i jEtiitti^K § titzMmmx'wm^titzstmmr u -/k, 

■ ■ r\niry^ 

■ ■ -bn. 

- ■ 0 1 — c 3 ni-^fv. 

■ ■ J\ayy^tc 1 — C3 tju^jU. 
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■ ■ Ci -C3 TJV^^iy. 

■ Tf SCO c> to*^ A, MAtciiiR § tifzmmmx'wm^titz^i'\=i i^^uji. 

■ ■ h Fn^^-. 

■ ■ c 1 — C3 T;l^^;k. 

■ ■ C 1 — C3 TJi-^^i^. 

( i i i ) C3 -C5 >'^'nr;t'^;W. 

■ Tiicoi:,m->ihm±l^zmi^tifzWMMX'WM^titzC ^ -C3 T/t^dr/L-. 

( i v) ^;l^4<^^y;K 
[0034] 

(v) mm^r^j-)]^. 

■ -yTJ. 

■ Ci -Cg TJV^lV. 

■ ■ ^;P#';/^y;W 57. 

■ ■ -yNn^r'y^ 

• ■ ■ Ci -C3 rji-^ii. 

■ ■ ■ rwijr'yitCi -C3 T)V^fV^ 

■ ■ A,-f-n^y y;l/. 

[0035] 

■ ■ ■'\ajry^ 
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■ Tsy. 

■ mmm-^7 y -ivTmrn^tifz n h c ( o ) n h . 

■ Ci -C3 T)ya^i^Tmm^titz^mm^TO-)ix'sm^iifzNuc (o nh. 

■ yNn^'WbCi -C3 T;l^3dr>'-c-Em§fL;^cM«ii5^7U-;l^-C-gJiSfL^cNHC ( 
O) NH, 

■ Ci -C3 T;k^;i^^^. 

■ yNn^^'WbCi -C3 T/U^fVi-t. 

■ Ci -C3 r;V^Jlx;ut^-)V\ 

■ =tj-tfzii'J-Ci -C3 TJi^fir^yx^vt^-ji. 

■ ■ c 1 — c 7 T;i/^;k. 

[0036] 

■ ni/'i? y/l/, 

■ ■ Ci -C3 ni^ii. 

■ ■ mmm^T'j-fi'. 

( V i ) ^T-ni^:?y;K 

■ yNn^ry^ 

■ -bn. 

■ Ci -C4 T/V^lU. 

■ ■ -^^^^ry^ 

■ -jf^y. 

■ ■ Ci -C3 T;i-^;k^:t, 

• ■ mmm^Tv-juTwrn^tifzCi -C3 r;k^;i^^^. 

■ -MSSx^ry-yk, 

■ ■ ^^nzy^ y/L-, 
[0037] 

■ Ci -C3 nva^iy^ 
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■ ■ J\rijfy^ 

■ ■ Ci -C3 r;l/^;K 

■ Ci — C3 Tfl^^Jli-yi-. 

■ Ci — C3 T;l/^;l^x;ix7h-;i/, 

■ ■ >^^^ry^ 

■ --bn. 

■ ■ Ci -C3 7)V^!V. 

■ ■ Ci — C3 7;l^3^i^. 

■ Tf SCO t coi}^ ^ § tL!^cgmS-C«S ^i/::A.Tn i^-^UJl. 

■ ■ Ci -C3 r;^=^;^. 

■ ■ j\nyyi\:c 1 -C3 ryi-^/i/^^L, 

[0038] 

R2 (±. -NHNH2 . -NHNHBoc. -N {R2 ^ ) (R2 b ) ^ ^j't^^^U^. 

R2 b Ci -C4 T/k^/l-. TiB(7)ii?)>{)^ii>?!feTtl:^i?$tL5tMmaT«$fL/i 

■ hFn^^, 

■ Ci -C3 Tila^i^^ 

■ TS/. 

• -NHBoc. 

■ C3 -Cg iy^unv^fi. 

■ TiEco ^> A, Mitt jlfK § ix^^MMSt«$ ii/^c^i^Ss^r U 

■ ■ -^Nn^ry, 

■ ■ Ci -C3 TlV^/V.. 

■ -01-03 nia^i^^ 

■ ■ -SO2 NH2 , 

[0039] 

C3-Cg i-^n7;k^;k, M*i^5(:rU-;K TfBcot«?)*^4.?tet:iSf^StL;tgma 

■ ^^^^>. 

• Oi -O3 T;l^^;l^. 

■ Ci — C3 Tll^^i^. 

;;T\ Bocfi, X^/^^^■5yigte rt-7'^;I/XX7";I^T?)0. Rati. Cj-O 

3 r;^^/^i^c(iTIE^?)^.o;!J^^,Mi:^^S^R§^^/ima•C■S^i§^^^t:Ol -O3 nv^ 

■ Ci -C3 r;i^:7^i^T«§tL/s^SSs(:ry-;i/. 
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R5 (4. H. Ci -C3 r)i^)i. tfzitmmmmm^ru-jix'm.mtitzCi 

Yi4. -C (O) -Th'O. 
[0040] 

i}]V^^'yif^}M±. 10, 1 1 -i^'h Hn-5-:t^y-i/''<.yy [a, dJi^^'nA. 

r^;t^, i-^^y— f y^-;!^. 9V{-ymv-)V. 9-^^v-y]V^v-]V. r 

;t/. 1, 2, 3, 4-Tb7b Kn— i-7i^;K i/ittfi^^n [ 2 . 2. 1 ] r- 
^rnix^'U;K4, 1,2, 3-^T-JTV''))V. 1,2, 3 - h 'JTVU;!/. 1, 2 

-s/h Kn-3->j-^y-br^y'U;K 1, 3-i^':t^y-^y-f yKU/i^. lu-^y 

b'U;I^. lH-h°ny;K 1 -^^y-3H-^yA;yy7^-;U. 2, 3-i^'hFn- 
[1, 4] 2, 3 -i^'h Kn-^yy^ 2, 

3-^^y-h°7yy;^. 2H-<yyt5:i;i/. 2-^^y-<yyb°^-;^. 2->j- 

dfy-tnUi^':::;!/, 3, 4 -i>"h Fn- 2 H-^yy" [ b ] [1. 4 ] i>'^^-(rh°ri/P 
, 4-^^y-l, 5, 6, f yH'J;K 4-^^y-3, 4-i^'b 

K^-7^7i^-;^, 4-^dfy-<yyb°7-;^, 9, 10, lo-hu^^y-^^ 
^-tfyf-ri/i^, 9H-di-i;?-yx-;t^. r-tf^i^-zt-. -^yy>f sryy;K -^yy [ i , 
3 ] s/^^y u;i^. ^yy [ 2 , 1 , 3 ] ;r^-9->>'Ty y^t-. ^yy [ b ] i-j^-ii-^ 

^yvj]/. ^^y^-;!-. b°^ui/>, e^yj/i/. eyi^vi^. eusi^Vk. b:nu>>vi/ 
, ^yy;^. ^y^-9■u;^, f-ryy^^v^, ^ryu;i/, ^x-yp. f-^^-;t^. rh^ 

bHn-^x:i;l.. <yy7 5:i;^. 45^i(i<yyf-ry'J/t/-CS)D, 
[0041] 
Q(4. 5^1 IT'S) 0. 
[0042] 

{ i ) Ci -Ci 0 T/t-^yl/, 

■ i^-rnb7l^rsy;i?;l^4^-;l'. 

■ j^^'i^yimm^TV-)^:^^'^. 

■ W!l^Tnix^U;l'-x^UTyT5y^^>', 

■ t e r t-yh^r^^/l^^^-Zl-TSy. 

■ #tsii5tr y -iiAn-Tn-n-r s y . 

■ ■ J^nyy^mmm:TU'-!V. 

■ ■ ^h^'^x-mm^titzmmm^Tv-jv. 
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■ C5 -Cg >'^^r;^^-;^. 

■ ■ J\nyy^ 

■ -^^/K 

■ ■;<h^>'. 

■ ■ r\njry^ 

■ ■ h Kn^i^. 

■ --hn, 

■ ■ ■ t^v. 

■ ■ -mm^ru-ii. 

■ ■ ■ ^-fni^^ U;t/. 

■ ■ Ci -C4 r;^3^^, 

■ ■ ^NP^'y^fLc 1 -C4 Tfi^^^i^. 

■ ■ m^ru-jiit^i^. 

■ -mm^ru-ju. 

■ ■ A,f-n>-^ 

■ ■ c 1 2 r!i^)V. 

■ ■ mmm^TV-jux-wm^titzc^ -C2 r/u^)]^. 

■ ■ ^ b^^. 

■ ■ mmm^T u -;^-c« § ^ h ^ . 

[0043] 

( i i ) Tm<^hcoi}^i^'iiijLi>zmmtifzw^Twm^tifzC2-c^ r/u-y-ji. 

( i i i ) C3 -Cg ;^^'nT;i/^;K 

■ mm^r')~}V. 

[0044] 

{ i v) x^;^4^v^'U;^. 
( v) Kilii5tru-;W. 

Tie<7) m-m±i>zmm^tifzmimxMm^ titzmm^r u -n. 
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■ i^ry. 

■ ■ mm^r^j-m^i^. 

■ j^^j^y^t^h^^yTmm^tifzmm^r'j-fi-cmm^tifzNHc (o) nh. 

■ mm^T u -;k-r-Kfi§ ii/-^^ y - 1 tzii'j-x.i-juT s y 

■ y ix^c^xn U /l^. 
[0045] 

( V i ) '\-rni^:?'y;l/'. 

■ ^bn, 

■ Ci -C4 

■ Timi^<^i}^^i^izmm^tLfzMMmx'mm^tLfzc, -^c^ riv^)v. 

■ ■ )\uyy^ 

■ ■ }\uyy'\mmm^r'}~)vx'wm^fitz^^}v^^. 

■ ■ mmm^T'j-ji. 

■ y b^i^. 

■ jii-jixmrn^fitzmm^rv-jut^i^. 

■ c^^c^ riv=^}\^xmm^tifzmMm^ru~fi'Xji^^-fV^ 

■ ^^X3jfyitm.mm^rv~)i. 
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[0046] 

R2 (i:. ^^/^rsy^/sii^■^^/^rsyt■*o. 

Lii, j^Va. VI I la. I X aj&^i^SiRSii. 

Yii. -c (O) -Th'O. 

, ryvy^y-ji-. Vfy. 1, 2, 3, 4-r^^tK^- 

•ryi-ji-. t-fdi-^'y^n [2. 2. 1 ] ^,7 xn;t^T-j) 0 , 
^T^y^OMi. 1.2, s-i-ryrvvju. 1,2, s-hurvu;!/. i, 2 
-s/h Kn-3->j-^y-br^y'U;K 1, 3-i^':t^y-^y-f yKU/i^. lu-^y 
KU;P, lH-h°ny;K 1 -^^y-3H-^yA;yr7^-;U. 2, 3-i^'hFn- 
O-y'Ll, 4] 2, Kn-3-^^y-h°7yU;l-, 2H-a; 

yyh°7-;p. 2-^^y-^yyt°7-/p. 3, 4-yhvu-2u-Kyv [h^i [ 

1,4] i^'^^-trh°:i/l/. 4-^^y-3, 4 ->?h ^i^-ZL-, 4-yf^y- 

^>vt-7-A, 9, 10, lO-}-V:^^V-i-:^^->ryf--A\ gu-^'fyf-fl 

. -/i:f>-A., ^yy^ s^'VUyk. Kyy [ i , 3] >>'^^y [2,1 
, 3] ^^-tfi^'ryu/K ^yy'[b] ^x:i;k 7y;k ^s^yu/k ^y^^w 

U/I^, t;l^4^Uy. ^fVt^V-JV. >j-^y7-;l^. t^'Ji^/t^, t^yU/I^. b:Ui^>. 

^yj/p, ^y^-9-y;K ^ryyi->. f-ryy;p. f-xri;^. f-^^-zi^, 2,3- 

i^'hKn-l-^^y--fy-fyKU/k, 2, 3-i^'t Kn-<yy7U;i-. 2-^^y 
-h°ny>>':i;t/. 4-^^y-l, 5, 6, 7 -r h7h Fn-^ y F 'J;U. xy/'J;^ 
. h°U5i>;l^. h°nUi>;t/. f-F^h Kn-^x-;U. A:.yy7 7-;t/, tytJi-^yyf- 
TyU;l'-CS)i9. 

[0047] 

Qi4, it I 
Ri (i:, 
[0048] 

■ i^-7°nh7l^rsy;i?;1^4^-;l'. 

■ mm^rv-iv:t^y. 

■ j^^'!^y'(mm^TV-)^:t^y. 

■ -h\=>-T:-wm^tifzm^^TU-fUt^y. 

■ :<i~Jl'TSM^tifz'\r-r3y^U)lyi-^y. 

■ t e r t-yF^yX'/k^^'-ZkTSy. 

■ Ci -C2 r/l^^;t/f-;t. 

■ -^Nn^^'y^tMiRiMTery-;!^. 

■ ■ ^h^yx'sm$tifzmmm^rU'-)i. 
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■ ■ ■'\njry^ 

■ ■ :A i-)V. 

■ ■ ^ h^^, 

■ ■ ^Nn^r'y^ 

■ ■ :::bn. 

■ ■ ■ ^^y. 

■ ■ ■ ^-fni^^ U;l^. 

■ ■ Oi -O4 r;^3=^>', 

■ ■ y\ni^>-fLOi -O4 r7l/3^^-, 

■ ■ mmAT')~}V'^mm^ixfzQ 1 -04 r/kn^v. 

■ ■ 

■ ■ Oi -O2 Tli^-il. 

• ■K^ii5i;ry-;t^-c-mi§fL!^c;<h^i/. 

■ ■Mfiii5ery-;k 

[0049] 

( i i ) TiacOC.c7)*^^,5£HiiaSK§ix:tgJ«TamS^l^C2 -C3 T/k^-Zl-. 

■ M*ii5^Ty-;i', 

■ ^Nn^^'Wli^HSstry-;!/. 

( i i i ) TfB(0i><7)A^^>Mi:tStl?SfL;^v:^ST«§fL/iC3--C6 ^-^'nT^t-^ 

■ mm^TV~jv, 

{ i v) x^/^4iV^y/^. 

■ 

■ >-ry. 

■ -bn, 

■ ■ J\niry^ 
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■ rsy. 

■ '^T/Tmrn^titzmmm^Tv-fii-ys-. 

[0050] 

(v i ) tfzi±Tii(Di><Di}-^i^i>zmm^tifzw^x'wm^titz^^viiy^uji. 

■ ^\utfy. 

■ -bn, 

■ ■ )\nyy^ 

■ ■ j\^yy^tmm^Tu->iTwm^titzAi~fii'^. 

■ ■mmm^Tv~)i. 

■ ■ j\xjyyimmm^r')-}v. 

■ y f^^-. 

■ ;<i-ji'Twm^tifzmm^7v~ji'^^>'. 

■ Ci -C3 TJV^JV^ir. 

■ Ci -C4 T!v^jux-wm^tifzmmm^T'j~)i'Xji'^^-}v. 

■ ^^^i^yimmm^T'j-^i. 

■ y^;^TMS^^/-cK*S5^ru-;^. 

■ - b tifzmm^r y 

[0051] 

R2 {±. jii~/vr^Jtfzii'J^i~/i'r^JX'h^. 
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H 

XXI 



Yi±, -C (O) -X-m. 
[0052] 

. ryhy^y~)V. c-y)i':^uy-9-^ Wfy. i, 2, 3, 4-xh7tFo- 
-^7^;^. t^cJih'V^n [2. 2. 1 ] ^Tt-^I/T* O . 

A.-fnv-:?y;K±, 1,2, 3 -^ri^'rVJ/P-. 1,2, 3 - h 'jrv'y;P. 1, 2 
-yt Fa-3-:t=^y-t°7y'U/W, lH--<yFU;l'. lH-t°nU;l^, 2, 
h Hn-3-:t^y-h°^y''J;l', 2H-A;yyh°7-;l^. 4-:t^y-^yyh°^ri/i/ 
. r-b>i^-;P. [b] ^x-zp, 7U;P. >f y^^-9-yU;P. ^;P:t^U:i;P. t° 

^y^-';!^. t^y'u/k, eyi;^;k. =^yy;p. ^ryyi^VK -^^ry y/K ^x-;^. 

:t7-;t/, 2, 3-i^"tKn-l-:t^y--<y-<yFy;l/, 2, H'n-A:,yy 
7y;^, 2-^dry-A:.yyt°7-;W, 2-^^^ y-toy 4-:t^y-i, 5 

, 6, 7-f h7bKo--^>'Ky;k. 9n-^-^yr-~)l. i^yj'JlV. MVV'^))V 
, ^r;t/;t^yy, t°y5i^>l^. t°nyi>>P. f-h^t Kn-^x-/i.. A;yy77-;1^, ^ 

tz\iKyv'i'rv''))vx%^. 

[0053] 

*^0Jco$ i^t^ffiiOi Off ^ UMt-^Mi. 
[0054] 

■ ^=¥y, 

■ r^^yy'ftmm^r'j-H'^^i^. 

■ ^ h n-c«§ tifzmmm^T y -jv^^i^. 

■ wt^xn>'^'y;t'-x^yT>r5y*^>'. 

■ Ci — C2 TJV^JV'T^^ 

■ ■>Nn^^>'f|;^^sS:ry-;l^. 

■ ■ ^ b^^T«$^fcK*^s(;ry-;K 

■ ::^bnT«Sn/S^xn^^y;l.f-^. 
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■ ■ y\ujry^ 

■ ■ ^ i-fV-. 

■ ■ ^ bdf^. 

■ ■ J\r3*ry^ 

■ ■ h Kn^ix. 

■ ■ -hn. 

■ ■ ■ ^^v. 

■ ■ ■mm^7u-)K 

■ ■ ■ A.f-n^'^ U;t^. 

• ■ Ci -C2 T/Va^i^^ 

■ ■ j\nyyitc 1 -C2 T;l/3^i/. 

■ ■ mm^ru-ji^^'^. 

■ -^h^^, 

■ ■ mmtr y § titz^ h ^ 

■ ■m^Tv-ji^. 

■ ■ ^■^'nyy^tmmm^ru-jv. 

[0055] 

( i i ) rmi^)i^m'minzmmtitzmsmTwm^titzC2--c3 nuy-iu. 

■ j^^yyimmm^Tu-)^.^ 

■ - f \JX-mm^tifzmmm^T y -/k. 

( i i i ) Tti<^i>(7yt^m±izmfK^tifzmmmTMM^tifzc^^Cf, ^^9ur)v^ 

■ :^^vx-wm^tifz^i-fv. 

■ mm^r'j~ji'X-Mm^tLtz?(i')u. 

( i v) ^;^4i■^^y/^. 

[0056] 

( V ) rmcoi,cr>i}^^i^i,zm^^ttJ-zwm&x'm.m^tifzmm^Tv-iu. 

■ v^^^^>. 

■ hKn^i-, 

■ ^ry, 

■ -bn. 

■ Oi -O4 T;i^^;i/, 

■ Tm<^h<D^)^^iiAizmiR^tifzMmsx'wm^tifzc I -02 r;i/^;i^. 
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■ Ci -C2 TfV^^iy., 

■ r\^fyitc^ -C2 r^ia^iy^ 

■ rsy. 

■ y^^^^>{[^^^dfi^X«Si^i^^M*^Ty-;^■C•g^i§^^/^NHC (O) NH. 

■ ^Mi^r y -;^-r«}iS tLstt y - s ^^cJii-'-x^/t-r s j fji-vif^-iv^ 

■ mm^ru~)i. 

[0057] 

(v i ) ttziirsicoi>coi}-i^^^i,zmmtifzmmmx'wm^tLfz^Tn^^^^vji: 

■ ^Nnyy. 

■ " h n , 

■ c I - C4 r/L :^-/t , 

■ -J^nyy^ 

■ ■ j^\jyyimmm^TU-}v. 

■ ^ -fjvx-wm^ixtzmMm^T y -)vx)Vit^-)v^ 

■ mMm-^T^)~iV. 

■ ^^x2yy\mmmAr')~ji-. 

■ - V vix-wmi^fitzm.mm^r y 

■ A,-fn>'^y/l^^^L. 
[0058] 

R2 (i:, :^^JVr^J±fz\ii^?^^)VriJX'h^. 
Y{i. -C (O) ~Th^. 
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^fjju^r^i^^Ufm. i-^^y— <yr-;K -o-T-zK 9-^^y-7;^^^■-;^ 

, 1, 2, 3, A-J-hy^zVn—tyi-Jl^ tfzliiii^l^n [2 . 2. 1 ] A^Tx-zt- 

2H-^yyb°5-;I/. 2-^^V-^yv-'^y-Jl. 4-^^y-l, 5. 6, 7-t 
. b^yu;l^. bUSi^/P, ^yy;K ^ryy;^. rh^bFn-^xri;!^, ^yy7 

[0059] 
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[0060] 

Ri i±. 
( i ) Ci -Ci 0 T7P^;l/, 

( i i ) Cg—Cg >'^'nT;l-^;l'. 

{ i i i ) mm^Tu~}\^. 

( i V ) i^cii^rn^^^ U;P*^L, 
R2 (±, ^-f;^TSy^/^ii:v^f-;^TSy-c••^>Ds 

Yi±, -c (o) -t-^jD, 

A.f-ni^i^U;W4, 1, 3->>':t^y--^y-^yKU;l', lH--fyKU;l^, 

, 4-i^'hKn-2H-<yV [b] [1, 4] v^'^^-te::!;!/, 4-:t^y-3, 4- 
i^b Kn-7:^'5i^-;l/, 9, 10, 1 0 - b U^T^^V — ?-:t=^-9-yr-;l^. QH-^-if 

y^-)i-^ Kyy-^ S^s^Y y;P. '^.^-y [ 1 , 3 ] 'Jt^v Vfi. o-V [ 2 , 1 , 3 ] 
^^f-s/TVU;!/, <yv' [b] ^x-;i/, 7U;p, ^5yv'U;p, y^^^fy■U;^, 

^;i^4^uy. :t^y^:i;k, tui-';k. ^y^-9-U;k. ^xr^/i^, ^yu;k 

[0061] 

Qii, it I IT&O. 
Ri {±. 
( i ) Ci — C4 T)V^)V. 

■ y^u^y^-)]/^ 
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{ i i ) mm^7u~ji. 

(Hi) 4/i«^xn>'^'y;l^^^t. 

Yii, -C (O) -Th^. 

^f-ni^^VMi. gn-^^yr-fV. Kyy [1,3] i^":t^yu;i'. Kyy [2 

,1,3] ^^-tf^^'rVy^P. KyYlh] ^xri;l^. ^xri;P, IH-^yFU/t-, 
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[^1:40] 




N N H 

[0062] 

Ri a. 

( i ) Ci 0 
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■ ■ Ci -C3 7;l'^;l'T«$fL^:^7'n>':i?y;k. 

■ ■ )\uyy^ 

■ ■ m.mm^T\)-jv^ 

■ ■ ■ =^^-t.fz\ii^-c^ -C3 Tjv^jvr^^. 

■ ■ i^TJ. 

■ Ci -C3 r)i^)ix-mm^tifz^y-ttzii=j-mm^ru~)ir^y. 

■ 0 1 — C 3 T/V^Ji^:^/i^^^-fVT s y . 

• Ci -C4 rjVa^i^:^j\,:ii-}\,r^y. 

■ ■ -bn. 

■ ■ Ci -C3 TlV^/l-.. 

■ ■ t y-t/i{i>^'-Ci -C3 T/i^^/i-r^y. 

[0063] 

■ Ci -C3 TJV^JV^ir. 

■ -TtiaMt-^^^^i^zm^^titzmmmx-mm^tifzc, -C3 nv^iv^:^. 

■ -^j-t-fzii 'j-mmm^T u -;k7 5 y , 

■ ■ r^uryiY.'^J-±fz\i'J-mmmAr')~}Vri/. 

■ ■ y%i<^i,m-^(^mL\,zmmKfzwmx-wm^tifzmm^T'j~)v. 

■ ■ ■J\nyy.. 

■ ■ ■ Ci -C3 T;i/3^>-. 

■ TiEco i cDfj^ ^ n±i^zmiR § fifzMMmx'WM^titzmm^r u -/k^^ , 

■ ■ r\niry^ 

■ ■ 0 1 -0 3 TJV^fV^ 

■ ^^X3jfyitm.mm^rv~}ixji:t^-;V. 
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■ C3 -Cg ^-^nr;kdf;t^. 

■ ■ r\-ajry^ 

■ ■ Ci -C3 TlV^/V., 

■ ■ C2 r;^^r-;^. 

[0064] 

■ mmm^r\)~A. 

■ ■ jsu^y^ 

■ ■ h Vxj^i^. 

■ --bn, 

■ ■ Ci -C4 Til^il.. 

■ ■ ■ vNnyy, 

■ ■ ■ t Fn^^. 

■ ■ ■K«li5^rU-;K 

• ■ ■ ^y-tfziiiy-mm^TV-ivT^y. 

■ ■ ■ ■ JWJjry^ 

■ ■ ■ ■ :ihn. 

■ ■ ■ ■ Ci ~C3 T;!^^;!^. 

• ■ • • Ci -C3 r/t-n^^, 

■ ■ ■ ■ ^^^^>•^tCl -C3 T/t/r?^i^. 

■ ■ Ci -C3 T/L-a^Jri-, 

■ ■ Tm(^i^m-^,m±^zMmtifzmmmx-m.m^tifzCi -^c^ r;m^^. 

■ ■ ■ J\Ujry^ 

■ ■ ■ mmm^Tv-ii'. 

■ ■ Ci -C3 7)Vzi^iy^Jl^:f.-fV^ 

■ ■ ^y-S/t{±x-Ci -C3 r/t-df/i^rsy. 

■ ■ c 1 -c 3 riv^>vx}it^-}V^ 

■ -03-0 6 Sx^'nT;kdf;i.^ 

■ ■ ^^ny^^ y/L-, 

■ ^rn>-^' y;l^. 

■ ■ Ci -C3 r/L-^/i-. 

■ -01—03 TJV-^^i^. 

■ ■ mmm^ru-jix-mm^tifzc^ -03 r^va^y^ 

■ ■ j^nd^yitmmm^ru~/v. 



(155) 



#iH2004-315511 (P2004-315511A) 



[0065] 

{ i i ) Cs-Cg r IVY -IV. 

■ )\TiYy. 

■ M*iis^TU-;l/T«SiX/iCi -C3 TJV^^ly. 

■ ■ ^^^^^y, 

• ■ h Fn^^-, 

■ ■ Ci -C3 ry^n^v-, 

■ ■ y\n^^>-ft,c 1 -C3 T;t/3^>-, 

{ i i i ) C2 -C4 T}V^-)V. 

^m^r y -;i/-c-Mm$^i:^v: c 2 -c 4 rjv^-iv. 

( i v) Cg-Ce i^i^nT^l^^/k. 

■ Ci -C3 r;i/^;i/. 

■ TfS^0t^0*^Ji.5fci^:Jl^R^^^!^v:^a•C«S^^/iCl -C3 T;l'^;l'. 

■ ■ h Fn^^. 

■ mmm^ru~!v, 

(v) C3-C6 ^^^nr;l/^r-;^. 
[0066] 

( V i ) x?;P#'i^^y/K 

■ hFn^^. 

■ ^bn, 

(v i i ) mm^T')~^V, 

■ j\nyy. 

■ hFn^^-. 

• ^ry. 

■ -bn, 

■ Ci -Cg T/V^JV. 

■ rm(^i^m-i^^^i,zmm^ii.f:iwmmx'wm^titzCi -Cg nv^/v. 

■ ■ j\nyy. 

■ ■ h Fndf 

■ -^^y. 

■ ■ Ci -C3 r/L-n^^, 

■ ■ mmm^rv-jvyr^'^. 

■ ■ ^ y-t/Stii^'-Ci -C3 7>V^/VTiy-N-:^^i^. 

■ ■ ^y-tfzii'J-Ci^c^rfV^/vr^y. 

■ ■ mmmirU'-fvx-mm^tifz^j-ttzii'j-Ci r/v^^vr^/. 

■ -^^y-ttzii 'J-mm^T y -;kr 5 y . 
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■ ■ Ci -C3 rfv^fvx-mm^tifz^'rr^i^^vji'. 

[0067] 

■ C2 -C3 T/V^-fV^ 

• ■ b 

■ ■ J\nyy^ 

■ ■ 

■ ■ ^^nyy^mmm^ru~jv. 

■ ■ A.^n^'^'U;!/, 

■ ■ ■ A.xni/:? 

■ ■ ■ -^wjyy. 

■ ■ ■ ■ ^\nyyitCi -C3 TJi-^jV'. 

■ C2 -C3 r;^^--;^^df^. 

■ TiEo ^> Jtetijifx $ titzmmmxmm^tifzmmi^r u 

■ -J^nyy^ 

■ ■ j\^yy^tc^ -C4 ryu^/L-. 

■ ■ Ci -C3 Tfl-zi^i-. 

■ Tf St?) i c^np ^ MittcjitR § titzmmmx'wm^tifz^^u 1^9^) >- . 

■ ■ >\viYy ^ 

■ ■ c 1 -c 3 r;i/^;i/. 

■ ■ >\nywtc 1 -C3 T)V^}V^ 
[0068] 

• jftSii5try-/L'-r«$ix^cs (0)20. 

■ Ci -C3 r;l^3df>';^;i/4<-;l/. 

■ "^J-t-tzXtV-Q-x — C3 T;k^;kTSy;^;t';K-;l'. 

• ^W^r')~)Vxmmtifz^j-t.fz\i.v-Cx -C3 T;^^;^7Sy;^?;^4^-;^ 

■ Tsy. 

■ ^y-i/c!J:^"-Ci -C4 r;^^;^r5y. 

■ i^r JxmM^fd-z^j-tfzMV-c^ -C4 T/i/^yL-Tiy. 

■ Ci — C3 r}v^)vx-mB.^Ktz'^m^T'}~iv'X}Vit^-ivr^j ^ 
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■ Ci Tfva^i^x'W.m^Kfz^mm^rU'-fvx'wm^titzNuc (o) nh. 

O) NH, 

■ ^\n^r>-ft:Ci -C3 T;i/^;i/^>r. 

■ "eJ-ttzli'J-C I -C3 TJl-^'l'T^JX/U^r^-Jl^^ 

■ mmm^r\)~ii. 

■ ■ c 1 — c 7 7;i^^;i^. 

■ ■ c 1 -c 3 rjv^)V. 

■ ■mMWO''}~)V. 

■ ■ }^nyy'\mm^^r'}~)V. 

[0069] 

{ V i i i ) A.T^ni^^'yyl^, 
■ 

• i^ry. 

■ -hn. 

■ Tm<^hm^^i^i>zmi^titzwmmx'wm^titzCi -04 ni^fi. 

■ ■ rsnjry^ 

■ ■ h Fn ^f X ., 

■ -^^y. 

■ ■ Oi -O3 7lVa^i^A}l:r^-}V. 

■ ■ Oi -C3 t;p^;p^^. 

■ -Miliij^rywi^-c-WiSfL^cOi -03 r;^^;^^^. 

• ■ rxnyy-it^mm^r^j-iixMrn^titzc^ -o 3 r/i-^/t/^jt. 

■ ■ M*Si^Ty-;i/, 

■ ■ Tm(nhcoii-^m±(,zmM^tifzm.mmx-m.m^tifzmm^ru~}]^. 

■ ■ ■JS'O'iry^ 

■ ■ ■ -fn. 

■ ■ ^^ni^i^ y/L-, 
[0070] 

■ Ci -O3 nva^iy^ 

■ mm^r'j-iixMm^titzCi -03 ni^^iy. 

■ Oi -03 rjv=^jixmm^tifzmmm^ru~)Uyi-^iy. 

■ ^y-tfzliiy-Ci — O3 TJl^^fV-r^J. 

■ Oi — 04 T/]^^ji-A/\^^^-fi-riy. 
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■ Ci — C3 T/V^Jl^Xll-t^-lV. 

■ ■ r\njry^ 

■ --ho. 

■ ■ C 1 — C 3 TfV^fV. 

■ ■ J^nyy^tc 1 -C3 Tfl^^Jl^. 

■ ■ Ci -C3 T;kn:3fi/. 

■ -j^nyyitc^ -C3 r;t^3^;^. 

■ Tf S^O t iO*^ Ji. ^i^iUzmR § tL!^^^a-C«S n U 71-. 

■ -01-03 r;^^;^. 

■ ■ y\ni^>-ftO 1 -C3 Tfl^fl. 

■ ■ Ci -O3 T)V-a^i^. 

■ -01-03 r;1^3^^';&;I^;i^:i;t'SrSL. 

R2 i±, -NHNH2 . -NHNHBoc. -N (Rj a ) (^2 b ) s ^tfUt-V / ^ 

4 - r i ^c{±4 - 7 x i^jixh D . 
R2 . Ht^c(iOi -0 3 r;Pdf -fc 0 . 

[0071] 

R2 b Ci -04 Tj^^^jv. TsicohcDib^i^i^izmmtifMtmx'mm^tifz 

Oi -O4 r^i/^yi-, 

■ Ci — C3 r;I^:adr>-, 

■ T5y, 

■ -NHBo 

■ O3 -Og ^^nT;l/^;U, 

• - JWljry^ 

■ ■ Ci -C3 T/l-^^k. 

■ ■ Ci -C3 TJVa^i^^ 

■ ■ -S02 NH2 , 

O3-06 z^^nTfi^fi'. m.mm^7v-;v. Tm<^h<^i^i^ii.±i,zm^^tifzm.mm 
-cwm § tLf^mm^T u -;t^. 

■ v^^yy. 

■ Ci -C3 rn^Jl. 

■ Ci — C3 T!]/^^i^^ 

:iZX\ Boc{4. ^;lJ<^ymte rt-yi~;l'X.xr-flXh'0. R3 (4. — O 
3 r;t/^;ka/sttTfBi?)i<^:i)^^.Mirt:)llR$ix/im»T-g«$tL;^cCi -C3 Tfl-^ 
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[0072] 

R5 H. Ci TJi'^ju. tfziiwmmmm^r'j-jix-wm^tifzCi 

Yi4- (CH2 ) ^X'i>^. mi±Otfd±lT$>'0. 

A^lt^iy^ 'JMi. 9W-y)Vi[V-ii\ 9 -y!Vi[]y-]V. r'ti-y^fV. 
A.-rn^-^'U/Wi. 1,2, 3-^7i^TV'^J}V^ 1,2, 3-hy7yy;l^. 1, 2 

-i-'h Fn-3-^^y-t^yy;K 1,3, 4-f-ri-'rvy;i/. i, 3-i^'*^y 

--f y-^yKU/l-. 1, 3-i>';t^V9-;P. lH--fyKU/P. lH-t°nn[2, 3 
-c] h°y>J;P. IH-enU/l, 2, 2' , 5' , 2" -^-f-^7x-;^, 2,2' 
-ff-:t7x-;l/. 2, 3->'hFn-l-.^^V--<y-<>'FiJ;l/, 2, 3-i^'tFn 
-<yy'[l, 4] 'Ji^^iy-il\ 2, 3 ->'h Ko-OV^ |J;P, 2, 

-3-^^y-h°7y•'J;^, 2H-^>yt°7-/p. 2-^^y-tnUi^'-;i/, 3, 4 

-i^'t Fn-2H-<yy [ 1 , 4] ^dr-y-i^-zk. 3, 4 ->>'t Fn- 2 H— ^yy' [ 
b] [1,4] y>r^-feb°ri;l^. 4H-A;>'y [1, 3] i^'^^i^-it-. 4H-^yyt 

y-}V. 4-^^y-i, 5,6, 7-TF5hFn-^yFy;u. 4-^^y-^yy 
h°7-;p, 9H-x?/P^'^'yu;t/. 9H-^f-yr-;i^s r-tr'f-v'-;!/, <yy-f s^yy 
^yy [1,3] i^■^^yy;^, Kyv [b] f-x-;K <yy7y/p, ^yy>r 
yy;^, 7y;i/. -f5:5^v'[2, i-bi f-ryy;i^. -fs^r-yy;!/. -^y^^-^yy/L- 
, ^ryl'xhyy. ^r/l/xhy-yp. ^j-J^y^-;!^. h°'<5y;t-. h°'<,yy;t-. e^yn [5, 
i-b] ^ryy;!^. hr^yy;^. bryi^/t^, h°ysi^>. t°nyi^>. ^^yy;!^. ^y 
^■9-y;u. ^ryyi^VK ^ryy;K ^x:i;u. ttzn^iry-jvx-h'o. 

[0073] 

Ri tt. 

■ r^^yyimmmA7')~}Vif^i^. 

■ i/T/XWM^tlti^y-Ci — C2 T)V^}VT^J. 

■ ^ J -wmm^T'} ~}vr 5 y . 

■ y ^)vxm% ^fifz^j- w<Mm^r y ~)vt s y . 

■ y ^i/-CK*S5S;r y -;l^x;t^;i^ri;^r 5 J . 

■ jftSigstry-;!^, 

■ Tf Bco t co*^ $ Kfzmmm.'^-^tifzmwmrr y 

■ ■ )\vi^y^ 

■ --Fn. 

■ ■ Ci — C4 r/i-^/K 
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■ ■ Ci — C2 r)Vzi^i^. 

[0074] 

( i i ) Tiai^c.iD*^4.3tei:Sf?$fL/tgJiaT*msfL!^cC2 -Cg r/i^^-it-. 

( i i i ) MSS5tru-;Pt'm§tL5tc2 -C4 r/L-^-zt-. 
( i V ) mMm-^T'j~iv^i-)vx'wm^fitz>'9u^^>'}v^ 

(v) 

(v i ) ^«S3^Ty-;i/. 

■ yT/. 

■ rsy. 

■ ril<r)i:,<r)j)-^i^^^\,zWlf{^fitzWmX'Wm^iitzC^ -Cg T)Vai^y. 

■ -^^nyy. 

■ ■ j\nyyitmm^TV~j]^. 

■ i^^'-Ci — C2 T/k^/PTSy. 

• yT /xmm^tifzy-c ^ -C2 r/i^^yi-rsy. 

■ ^^n^yiUfji-^^., 

(v i i ) ^^Xly^'J/U, 

■ ^h^y. 

■ Tf SCO t (7)*^ ^ 5tet:^iR § fL!^C^ST«$ tLitM^jSiT U -JV. 

■ -J^nyy. 

■ ■ J\nyyit^i-ju^ 

[0075] 

U±. itVa. VI I I a. i^cJil Xa^^i^iSKStL. 
Yi±^ ~ (CH2 ) mX-hD. m(±. OtfzlllVh'O. 
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^xn^-^y/Ki. 1,2, s-^r^'ryu/t-. 1,2. 3-hyry'y;p. 1, 2 
-i^h Kn-3-;r^y-t°5yU;K l, 3-i^":t^y^-;l^. lH--^yKU;l/. 1 
H-tnU/k, 2, 2' , 5' , 2" -^-^^yx-it-. 2, 2' -f^^7x-;I^. 
2, S-i^'hFn-^yVTl, 4] i-'^^i^-Zt-. 3, Fn-2H-^yv' [ 

1, 4 ] 4-:t^y-'<.>'ybr^-;K 9H-;!5f;l/A-y'U;l'. 9H-^-if 

>-r-;i^. ^yy-f sryy;p. Kyy [ i , 3] i^'>r^yy;p. ^yy [b] ^xn;^ 
, KyYyU)i. ^yy^ry u;t^. :^y;i^. -fs^yy/K -^y^^^fyy^t^. *^y 

t^yn [5, l-b] i-TYVJl^. h-^yy./L-. b°yi>;l^. b°y Si^Vl-. 
ViV. ^/^^'JlV. i-TY'J'JJl. ^TYVll, ^xnyK lU-KyYt^y-jl, 4 

H-Kyy [1.3] i^^^i^-ju. T^f■^i/-;^. 5^"y [ 2 , 1 - b ] ^ryy/p 

^ =^}]^t^V-}V'^ tfzii2, 3->'hV'o-KyYyU)i'T$)'0. 

[0076] 

Qf±, it I It-$>0. 
Ri i±, 

• mm^T y -^i-tw? ti/^^ h ^ . 

■ ^^^^■y{b^«ii^^;Ty-;^^^>', 

■ Migig5try-;i/t«$tL;ti^'-^^;i/r5y, 

■ ^y-M«i5'iTy-;i'Tsy. 

■ ^ ix/SKSi«5tT y -/i/x/t^Ti^-zi-T 5 y 

■ TiEco i> A, Mitt jifK § tifzwrnrnx-mm^titzmm^r y 

■ ■ J\njry^ 

■ ■ -hn. 

■ ■ mmw^TV-ji'X'wm^tifzCi -04 r^k^^i-. 

■ ■ h Vxj^i^TWM^titzCi -C4 r;t^^;t/. 

■ Mmiijtry-;i'T«§iriJtA.^ny^y;i/. 

( i i ) rmcoi,coi>s^m.i>zmmiifzwmTwm^iirzC2--c7 tjv't-jv. 

[0077] 

( i 1 i ) m^^r 'j~jiX'WM^tifz:/i~-)V. 

(v) ^/i-d^-y^y;!/. 
(v i ) W^5i;ry-;k 
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■ hKn^^-, 

■ i^ry. 

■ 757, 

• Ci — C3 Tiva^i^^ 

■ -J^n^y^ 

■ i^'-Ci -C2 TJU^JUT^y. 

■ /Tmm^tifz'J-c ^ -C2 nv^jvr^y. 

■ ^^xJir'yit^i-fVi-t. 

( V i i ) ^"fr^i^^Ull. 

■ mm^TV~)v. 

■ Tf B^o t io*^ A, ^tei^jiiR § tifzwmmx'wm^fifzm.mm^r u 

■ ■^\nyy. 

■ ■ J\nyyit;>ii-ju^ 

[0078] 

Lii, 5tXX-XXI I^^J^iifK^ix., 

Yii, - (CHj ) „T-#jD.- mii„ OSJtttl-CJbD. 

^ yL- ^' U ;W± , 7-fe 7 ^/Uf * D . 

^TUi^^^VMi. lH--'f VKU/P. IH-tnU/l-. 2, Kn-<yy [ 

1,4] i/^df^-;t^^ 9H-;^;t^AYy;l^, V [ 1 , 3] =y^^V^J/U. 7';;^. 

b-^yy/i-. ^x-;t/. 4-:t^y-<yyt:5::i;u. 7-fe>i^'-;l'. -<5rV[2, 1 
-b] ^7V■■U;^. eUi^Vk, ^5rv'U;P. 2, S-i^'b Kn-^^yy^U;!/. tJ^cli 

^yy [ b ] D . 
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[0079] 
Ri (4, 

( i ) Ci -Ci 5 r^v^fi. 

rmco h ^ rni^zMU § titzmmmx-mm^titzmmmr u 

■ Jwijfy^ 

■ -bn. 

■ c 1 —c 3 r)V^)V. 
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■ ■ Jwi'f yitc 1 — C3 TJU^Ji'. 
{ i i ) C2-C3 r;l^^-;l^. 

[0080] 

{ i i i ) mmm^rv-^i-. 

■ -hn. 

■ -j^^yy. 

■ -^^v. 

■ C2 -Cg t;1/^-;k 

■ Ci — C4 Tiva^iy^ 

■ ■ j\niry^ 

■ ■ A,f-n^^ y;i/, 

■ ■ J\nyy^t^^^^>':^U)l■. 
• --hn. 

■ Tf SCO t iO*^ ^ immW. § fL!^v:^ST«S ^i/::A.Tn U >- . 

■ ■ )\u'fy^ 

■ ■ c 1 3 r;i'^/i'. 

■ ■ )\uyy\\c<z 1 — C3 T;l^^;i'. 

• Ci -C3 nv^^^yijiv^^-iv^ 

■ ^J-ttzli^y-Ci -C3 T;i'^;kTSyc«§^x/sM*S5fiTU-;k>''Ty\ 

■ Ci — C3 T/i'^Jl'^Jl'-^^—Ji'. 

■ mm^7u-iv. 

[0081] 

( i V ) ^fn^^y/l/-, 

■ ^Nn^^>. 

■ Ci -C3 r;I^^;I/. 

• -Jwiyy^ 

■ -^^v. 

■ ■ mm^T u -;^x^;^4i■-;^T s y . 

■ ■ j\\jyy^mmm^r'j~^v:^fvt^-)uri/. 

■ ■ rmc')tj(7)i}^^mi.t>zM^^tifzm.mmx-wm^titi^i'V3=y^U)v. 

■ ■ ■ r\uyy^ 

■ ■ ■ Ci — C3 TJl^/l. 

■ ■ ■ )\uyyitc^ — C3 T)V^)V^ 
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■ -jsnyy^ 

■ ■ Ci TiV^fV; 

[0082] 

R2(i:. -NHNHj, -NHNHBoc, -N (R2 a ) (^2 b ) . "tfl-t-V J . 
R2 a «4. Ht/iiiCi -C3 TfV^fVX'h'O. 

■ hFn^^-, 

■ 7S/, 

■ -NHBo c. 

• C3 -Cg ix:?nr/l'^;U. 

■ ■j\^yy. 

■ -01-03 r;^^;^. 

■ ■ Ci -O3 TiVa^i^. 

■ ■ -SO2 NH2 s 

■ r\njry^ 

Boc{±, ;^?;^^^'Sy®te rt-7'^;px;?>T/l'-CJ>D. Rgfi. Oi -o 
3 r;^^;^S/^c{±Tf^<7)i^?)*^^.Mi^=)lS^§^^/i*mS•C■gJ^§^^:^cOl -O3 TfV^ 

■ ^^^yy^mmm^ru~}i. 

■ Ci -Cg T}Va^^iyTWm-^ilfz^mmTV~)V. 

^rt-. R4(i. HS^cJiCi -C3 TJl^flTh'O. 
[0083] 

R5 (i:, Ci -C3 r;^^;^, tfziiw.mmmm^ru-fi'Tm.m^tifzCi -o 
3 r;^^/^T■■^) 0 . 
Yii, -s (O) 2 -T-S)^. 

;^?;k;f'i^^'y;Wi. 7, 7 ->>';^f-;l/- 2 -:t^y- fi^^n [ 2 . 2. 1 ] -^rf-/!^ 
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i^ryy;K iH-h°ny;i/. 'syy [2, 1,3] ^^^fi^'rvy/t/. Kyy [b] ^ 

Ut58] 






[0084] 

Ri (i. H. -C02^ Bu. tfzit-CO^Bn (B nl,t'<.y'J)lMTh^} t'i^M 
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R2 ?( f-)VTiiJtfzi±'J^i-)l'T^yT$>'0. 

mi. s L c - 1 ^mi^t:^wmit-^'>^tcr,mm.^-^ts. 

[0085] 
[0086] 

[0087] 

-f. Lfzifi-^X. T^-XVttzM^'itr^-XVl^zXmmH&'^i^m-th^hifiX 

^^<r^m.ifmtK t-'o/tfzM^-^hx^^z. mi\z^m^mTtfz^\,zimth 
fzumm 1 -^(Dm^mmx-hhrnnni-^/t tzimmzm^ Lxmmth z. t 

[0088] 

mmfz\i^(^\<zmm^titzmm^^-^'rh^yrMzmx^h ztifi^ttit. 

[0089] 

^wmit^m^zM. m\>z^'f^i-^^'fhh<7)ifi^^ixh. 
[^1:59] 
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II III 

[0090] 

Ri {±. 
{ i ) Ci --Ci 6 TfV^J]^. 

■ J^^i^y. 

■ hFn^^. 

■ ^^y, 

■ ■ A.f-n^'i?y;l/. 

■ ■ J\nyy^ 

■ --hn. 

■ -mm^rv-ji: 

■ ■ ■ t^v. 

■ ■ ■ "ty-tfzit'J-c^ — C3 TJV'^ji-7$.y. 

• ■ ■ m.mm7V~fV:fHl:n-}ir^y. 

■ ■ ■ J\u^yitm^TV~Ji':(jJi':r^-)VT^y. 
[0091] 

■ =Ey-tfzii'J-Ci -C3 r;L'^;L'r5y^/t';f^-;t^. 

■ Tm<^h<D^^h^^izmiK^tifzmmmTmm^titz'tj-tfziiiy-Ci -Cg r;^ 



(185) 



#iH2004-315511 (P2004-315511A) 



■ ■ A.f-n^'i?y;l/, 

■ Tf SCO c> coi)-^ A, ii:iL^zmw. s tifzwmmx'wm^tLt^^i: y-ttzii i^-mmm^r u - 

■ ■ h Kn^i^. 

■ ■ Ci -C3 TlV^fV., 

■ ■ Ci -C3 r;^^/^;^';^^K-;^T$y. 

■ ■ M*S5^T U ;P7f^-:i/t T 5 y , 

■ Ci -C4 T;^3^^7!?;i/4<-;i/TSy. 

■ ^T-ni^^ U;l^;?5?;t^#-;l^TS y . 

■ ^Sitr u ~)vxfvt^-f]^7 5 y . 

■ --bn. 

■ ■ ^y-s/i{±i^'-Ci -C3 r;t'df;i^rsy. 

[0092] 

■ -mm^rv-ju. 

■ ■ ■ ^\njry^ 

■ ■ ■ Ci -C3 r;^r^^^, 

■ Tf SCO c> cofj- A, ?i±t:jMiR § tifzwmmx'wm^tLfzmm^T u -ji-i-t . 

■ ■ j-\njry^ 

■ ■ Ci -C3 t;p^;K 

■ --ho. 

• ■ Ci -C3 7;k^;K 
[0093] 

■ C3 --Cg iy^uT)V^)V. 

■ Ci -C3 r/^^;^TM§^^/iC3 -Cg ^-i^nr/i/^/i/. 

■ C3 -Cg v-^nT/l-^--;!/. 

■ ^;k4^vy 

■ ■J\u^y^ 

■ ■ c 1 — c 3 r)V^)V^ 
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■ ■ Ci -C3 TJV^^iy. 

■ ■ C2 -C3 rfV^-/l. 

■ ■ Ci -C3 T)v^>vx^]^y^-^vx'wm^tifzm.mm^TV~)vx'wm^tifzC2 

C3 r;^^^-;^. 

■ ■ J\nyy^ 

■ ■ h Kn^ix. 

■ ■ -hn. 

■ ■ ■■'\n'/y^ 

■ ■ ■ t Kn^^. 

■ ■ ■ ^^y. 

• ■ -^f^stru-zK 

■ ■ ■ ni^^ U;t/, 

■ ■ ■ ^ y - i (i - I j - ;t 7' 2 y , 

u-;^TSy, 

■ ■ ■ -^wjyy. 

■ ■ ■ --hrj. 

■ ■ ■ ■ Ci -Cg TfV^JV-. 

• ■ ■ • Ci -C3 r/t-n^^-. 

■ ■ ■ ■ yNny>-ftCi — C3 T/kn^i^. 
[0094] 

■ ■ -mm^r^j-fv. 

■ ■ Ci -C3 r/va^^^A/i-ir^-zV: 

■ ■ ^ y-t/iti^^'-Oi -03 T/t-^/i^Tsy. 

■ -^y-tfzii i>'-mmm^7 u -;i^r 5 y . 

■ ■ ^^rjyymy-tfziiiy-mmm^TV-fVT^y. 

■ ■ ^/-tfzii'j-mm^r'j~/ur^y:^;v:r^-)i. 

■ ■ Tmcnhm-^minzmM^tifzmwmx'mM^tifz^y-tfzii=j-mm:ru 

-;l^TSy;^;l/;i^-;l'. 

• ■ ■J\rtyy. 

■ ■ ■ -bn. 

• ■ ■ Ci -C3 7/i^^;i^, 

■ ■ ■ Ci -C3 Tfla^i^^ 

■ ■ ■ j\uyyitCi — C3 T)i^^^i^. 

■ ■ y;^7^^r^. 

■ -01-03 nv^ivf-:^. 

■ ■ r^nyyitc 1 -O3 T;l/^;l/^:t. 

■ -01-03 7lV^)VX)Vii~^-)V. 

■ -03 —06 iy9nr)V^}l. 
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■ ■ Ci -C3 7)V^fV. 

■ ■ C 1 — C3 TJi-a^i^^ 

[0095] 

( i i ) C2-C8 T/i^-y-ju. 

■ mm^T \) - ii-c-wm § titz c ., - c = m 

■ TiB^o i h m±izmm s tifzMmmxMm^tLfzmm^r u -/p. 

• ■ j\nyy^ 

■ ■ h Kn^;^. 

• --hn. 

• ■ C 1 3 T)V^)V. 

■ ■ )\u*>'yitc 1 -C3 r}V^}V. 

■ ■ Ci -C3 7)Va^i^^ 

■ ■ )\uyyitc 1 -C3 Tjva^i^. 

■ ■ h Kn^^-, 

■ ■ -bn. 

■ ■ C 1 -C 3 Tfl'^fl'. 

■ ■ Ci -C3 
[0096] 

( i i i ) C2 -C4 T/U^-Ji-. 

mm^rv-ii'X-m.mtLfzc^ -c^ nv^-ji. 

( i v) C3-C6 iy^uTJl^^Ji'. 

■ Ci -C3 TJl^Jl. 

■ ■ h Fndr^-. 

■ -^^y. 

■ ^y-tfzii'J-Ci -C3 r/p^/i/Tsy, 

■ M*iij^TU-;i'-r«Six^c^y-s/-c{±;/'-Ci -C3 Tfi^^iUT^y. 

■ mm^r'j-)^. 

(v) C3-C6 i/^'nT;!/^^-;!/, 
(v i ) ;i?;k4<>'^y;K 

Tm(^ij<^t^^m±^zmmtifzmsmr:Mm^tifzAJi^^i^^u)v. 
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■ -bn. 
[0097] 

(v i i ) mm^Tv~ji. 

• i^r/. 

■ -hn. 

■ Ci -Cg r/v^}\^. 

■ ■ -^^^^ry^ 

■ ■ h Fn^i-. 

■ -^^y. 

■ ■ Ci — C3 7;l^3^i^. 

■ ■ ^ y-t/cJii^'-Ci -C3 T;k^;i/TSy-N-jf^i/. 

■ ■ ^y-S;^c{i>>-Ci -C3 T;^^;i/rsy. 

■ ■ 7^^;^d^>^'y;W sy, 

■ ■ mm^r y -;p-c-wt §ft!^cx?;u*'^^ y /t--^ 5 y . 

■ ■ ^ y - 1 /i{± >>'-^«i5S;7 y -;i^7 5 y . 

■ ■ Ci r;i'3^;^T'am$fL5^c^y-i/i(±y-MiliS5S:ry-;i'r5y. 

• ■ Ci r;L'3^>'T'am5fi:^c^y-i:/i{±>''-^ii5S:ry-;l^rsy^;t'4^ 

■ ■ ■ y\n^^'y. 

■ ■ ■ Ci -C3 Tfl^fl-. 

■ ■ ■ j\nyyitCi -C3 TiV^/V. 

■ ■ Ci -C3 7;l'^;l^T«$ix/i^Tn;^^y;t^. 
[0098] 

■ C2 -C3 T/l'^r-;^ 

■ Ci — Cg TJV^^-y., 

■ ■ h V\J^y.. 

■ ■ j\'ojfy^ 

■ ■:^}V'm'^. 

■ ■ ty-i^c(i^-Ci -C3 r/L-^/PTsy. 

■ ■mmm^Tv-ji'. 

■ ■ -^T-ni^y y/k, 

■ ■ ■ r\uyy^ 

■ ■ ■ /v-rni^y UjI. 
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■ ■ ■ ■ r\u^y^ 

■ ■ ■ ■ Ci -C3 TfV^JV. 

■ ■ ■ ■ f\nyy\tC 1 — C 3 nV^lV. 

■ C2 -C3 T)Vy-)V:^^i^^ 

■ TiBo ^> <Di]- h m-i.zws{ s fifzwmx'wm^tifzmmr u -m^i^. 

■ ■ J\r3jry^ 

■ --hn, 

■ ■ j\ujryi\:c 1 -C4 nv^iv. 

■ ■ c 1 — C3 nvzi^i--^ 

■ ■ jsu^y^ 

■ -01-03 r)V^]V. 

■ ■ j\ufyitc 1 -C3 T)V^)V. 

[0099] 

■ :^)Vmi^. 

■ Oi -O3 r;^3^^7:?;^-t;-;^^ 

• "^J-tfzM'J-C-y -O3 r/pdr/PTSy;^/!^;}^-;!^. 

• ^mTU-;l'T«$tL/ity-S;^c{±i''-Oi -O3 Tm)VT^y:^}Vif^-)V 

■ Oi -O3 r;l^^;t^-c-mi§fL!^c^y-i;3t{±i^'-^ii5<;ry-;t'rsy^;L'*:-;P 

■ Tsy. 

■ ^y-S/ti±i-'-Oi -04 nv^ivr^j. 

■ i^ryTMM^tifz'^j-ttzii=J-c^ -04 r^i/^^i-rsy. 

■ o 1 -c 3 r;^dr-/i'7:?;t/4^'-;L'r 5 y , 

■ Oi -03 r)i^)i-zm^tifz^m^ru-)i:^)i^^-/irs.y. 

■ mm^Tv-jvx'wm^titzNuc (o nh. 

■ Oi -03 r;^3=^i^T«SfL/iM^5(:ry-;i^t«§^iitNHo (o) nh. 

• y^^^^>{bCl -C3 r;I^3dr>'-C«m$fL!^c^tgli5^ry-;Ui:«m$fL:^cNH0 ( 

O) NH, 

■ Miliiitry-;L'^TV\ 

■ ^y-i/iiii^-Ci -C3 TJi'^ji'T^y-cwM-^iifzmm^TV-jwJTY. 

■ Ci -C3 T/l^^;k^:t. 

■ v^^^^>'^bCl — C3 r;L'df/P'f-:t. 

■ MSiij^Ty-zi-^^. 

■ TIE CO t ^ m±^miR § tifzwrn^Twrn^titzmmm^r y -/i-^^ . 

■ ■ r\njry^ 

■ ■ iyTJ^ 

■ ■ C 1 -0 3 r;l/^;^. 

■ Ci — O3 TlV^)V7.lVii-^-}\-. 
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■ ■ C 1 -C y T^l-^/k. 

■ Tf SCO C> A, itet^jllf? § fL!^c^ST«$ ^lit A-rn U /t-. 

■ ■ c 1 3 r)V^)P. 

[0100] 

( V i i i ) ^f^i^i^VJU, 

■ ^r/, 

■ -bn, 

■ Ci — C4 7-/1, , 

■ ■ j\niry^ 

■ ■ h Fn^^. 

■ ■ JWjyy^mmm-^r 1; -/l;^;ix4<::i;l.TS y . 

■ ■ Ci -C3 r;^^;^f-^, 

■ ■ j^nyy^tmm^ru-jvTwm^fitic^ -^c^ nv^iv^i^. 

■ ■Mfiii5ery-;k 

■ ■ ■ j\'ajry^ 
■ ■ ■ -hn, 

■ ■ Arn^:? y/l-, 

■ ■ ■ jsxiiry^ 

■ ■ ■ Ci -C3 TJV^Il. 

■ ■ ■ rsuyyitC^ ~C3 TJV^fV. 
[0101] 

■ Ci -C3 T/V^^iy.. 

■ mm^TV~)i'-c-mm^titzc, -C3 rji-a^i^^ 

■ ■ r\njry^ 

■ ■ Ci -C3 r/L-^;!-. 

■ ^y-tfzii'J-Ci -C3 r/L-^/ursy, 

■ Ci --04 T;i^^;i/X?;k4<-;l'TSy. 

■ Ci -C3 TiV^Jl^yS-. 

■ Ci — C3 r;l'^rr:;l/f-:t. 
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■ ■ >^^^ry^ 

■ --bn. 

■ ■ Ci -C3 7)V^)V. 

■ ■ j\nyyitc 1 — C3 TJl'^Jl'. 

■ • Ci -C3 TiVa^i^^ 

■ ■ j\ny>itc I -Co TJl^^i^. 

■ A,f-n> y' [III , 

■ ■ j\niry^ 

■ ■ Ci -C3 r;^^;^. 

■ ■ y\ni^>-ftc 1 -C3 Tfl^fl. 
[0102] 

R2 (±, -NHNH2 . -NHNHBoc. -N (Rj a ) (^2 b ) . ^r^'l^^^U^. 
4 - r -b^/l.- i>>l/. t ?t(±4 - 7 X :i;L'- h°^5 i^/UTh D , 
id-c. R2 . {is Ht/iiiCi -C3 T;P^;k-C35 0 . 

R2 b 0, -04 r;!^^;!^, T^coh<oi}-m±i,zmsi^tifzmimx'wm^fifz 

Oi -O4 r^i/^yi-, 

■ hKn^i-, 

■ Ci — C3 nva^i^^ 

■ T5y, 

■ -NHBo 

■ O3 -Og i^^u7)V^)V. 

• ■ -^^^yy, 

■ ■ Ci -C3 T)V^1V.. 

■ ■ Ci -C3 r^L-n^i^. 

■ ■ -S02 NH2 , 

■ Ci -C3 rn^ji. 

■ Ci — C3 T;i^3^>-, 
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N-R3 IV 



[0103] 

B o c yMt e r t -yi-;VX.XffVX'$) D . R3 {±C 1 — C 3 T 
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[^1:62] 




U l-^J^N^ R4 kA^N, R4 k^-v/N^ 
VI Via VIb 




f-'V'N" r'^^N" r-^"""N-^ 

-K,-^ ^^AJ Rs .^XJ R5 

R4 R4 R4 

VIII Villa Vlllb 



R5 R5 R5 

^N^O" ^N'O^ "N'C^ 

R4 R4 R4 

IX IXa IXb 
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kA/N^ R4 k.N^ 

R5 

XIV XV XVI 



XVII XVIII XIX 



[0104] 

R5 ii. Ci -C3 Tju^)u. tfd±wmmmm^Tu~ju-cmm^tifzc^ 

Yii;,-S(0)2-,-C(0)-, tfdi- (CH2 ) ^-C'JbO, 
mii, OS^-:(ilT-#jD, 

10, 1 l->>'bHn-5-^^y-i''^yy' [a, d] ^-^'UA. 

7°^;^, i-t^v~4yy:^)U. 7, 7-i^"^^;k-2-^=3rv-b'Sx^n [2. 2. 
l]^7°^;lx, 9H-7;l-^u--;t-, 9 -^^y-7;l/jrv--;P-. T-fe-^7^,/1-. T> h 
5^7 c-7;^^^'y-9-^ y-f'y., -fy^-;P. vfyr-zt-. 1, 2, 3, 4 

-f-b^t Kn--t7-?-;k, ifc(i;t>^n [2. 2. 1 ] 'vTf-::^^ T'S) 0 . 
^rni^7U;K±, 1, 2, 3, 4 -f b 7t Kn-.-f y^^y U;k, 1,2, 

^'ryy/i-. i, 2. s-buryj/i^, 1. 2-i-'bFn-3-^dfy-t"^yy/i^. 
1, 3, 4-^Ti^'Ty'U;i^. 1, 3-y^^y--^y-^yKU;p. 1, 3-'Jt^Vy 

IH-^fyKU/K lH-h°nn[2, B-cjtUi-';!^. lH-b°nU;l^. 1- 

:t^y-3H--< y^yy-y^:!;!/, 2, 2' . 5' , 2" -3?-^:t7x~;t/. 2, 2 
' -h-^^7x::^;l-, 2, 3-i^'tKn-i-:t^y--^y-^yKU;t/. 2, 3-;^'hK 
rt-KyV[l, 4] iy:t^>'-Jl. 2, 3 -i^'b Fn-A^yyy? ij;^^ 2, 4-i^bF 
n-3->j-^y-b5yU;l/, 2H-<yyb^-;i/, 2-3t=^y-0-y'b^:i;t-, 2 
-^:Jf-y-bnUi>-;K 3, 4->>"b Hn-2H-<yy [ 1 , 4 ] ^^■tfi--;^'. 3 
, 4->''bFn-2H-^yy [b] [1, 4] >>":tdf-feb°ri;P. 4H-<yy[l, 3 
] i>':t^i^-;l-. 4H-<yyb^-;l/. 4-^=^y-l, 5, 6, 7-xh7bKn- 

-fyK'J;k. 4-^^y-3, 4-i^"b Hn-73?5>^-;K 4->i-^y-<yyb°5n 

9, 10, 1 0-bU:t=^y— f^^^fyx-;l/. 9H-;^f;l/yS-yiJ;l/, 9H-^^f 

yr-;i-, T-b'^i^-;k. <yyM 5 yy"U;k. '<^yy [1,3] i/":t^y U;i^. ^yy 
[ 2 , 1 , 3 ] ^^if^^'ry y;!^. ^yy [ b ] i-j^-ji^ ^yyy y;^. ^yy^ry 
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^-^■yy/K ^;1^4^yy. ^;I^4^y-;l^. ^^r-tfy-yy^^ ^dfV^-;!^, e^^i^VI^. h° 

'^'ii/Vt-. e^yn [5, 1-b] ^ry u;K t-^yu/K t°yi/;k. t°ys>>;L'. t° 

nUi^Vk, Jfyy;k, dryJfifU/l/. ^ryyi-Vk. ^Tyy;^. ^x:i;k. 

. 2, s-i-'hHn-A^yyyy;!/. Th7hKn-^x-;t^. Sfc(i'syy77-;t'T 

[0105] 

( i ) Ci — Ci 0 TlV^lV. 

• Ci — C3 TJVa^i^^ 

■ ^;^4^•^^y;^^^^^. 

■ ■)\ufy. 

■ --hn. 

■ ■ ■ ^^y. 

■ ■ ■ w.wm.r')-}^f}}Vi!t^-)vr^j . 

■ Oi -O3 ni^JlTMm^tifz^'rvJi^^f V 

■ gJi^-rn^-^ U;l/-x^ ij T>r 5 y:t^i/. 

■ "^/-tfzii'J-Ci -C3 7;l/^/k7Sy;5f;k;K-;t-. 

■ Oi -O3 r;^^;l^;{?;l^4^-;l'rsy. 

• TIEcO^>OA^^,MTttilfK§^/-cS^ST«$ii/tOi -O3 7}l^})^:fUl'7f.-fV7 

5y, 

■ ■ Ci -C3 nv^fVA^i^^-jvr^y. 

■ ■ mmm^T y -;k;<?;k4^-;kT s y . 

• ■ A.xni/'i?y;l'. 
[0106] 

■ Ci — C4 T/l-n^^-T^/yl/^^-^iyl/TSy. 

■ A.^ni^^' y;^x?;^#-;^r 5 y . 

■ kS^t^t y -yi-x/k^^^yi^r 5 y , 

■ --bn. 

■ ■ c 1 — c 3 r)v^)v^ 
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■ ■ mmm^T^j~}u. 

■ ■ ■ JWljry^ 

■ ■ ■ Ci — C3 T;k3^i-. 

■ ■ -^^^^ry^ 

■ ■ C 1 — C3 T/I.:^/P, 

■ Tf SCO t h § tifzwmmx'wm^tLtz^T^ i^-^u jii-t . 

■ ■ -hn. 

■ ■ C 1 -C 3 7!l^/V. 
[0107] 

■ C3 -Cg ^^^r;^^;^, 

• Ci -C3 r/i-^;i--c-Wi§fL!tC3 -Cg ^-^nr/L-^/u. 

• C3 -Cg ;/^nT;l^^r-;t^^ 

■ ■ J\njry^ 

■ -01-03 r)V^)i. 

■ ■ Ci — C3 T)]^^^'^. 

■ -02-03 rjv-y-ji. 

■ ■ Ci -C3 r)v^;vx)i'y^-;vx'wm^tifzm.mm^TV~}vx'wm^tifzC2 - 

C3 r;^^-y^.. 

■ mm^TV~)u. 

■ Tf Bco c> A, ?i±t:jMiR § tifzwmmx'wm^tifzmmmr u -^t-. 

■ ■ j-\nyy^ 

■ ■ h Kn^ix, 

■ --bn, 

■ -01-04 r/p^/K 

■ ■ TfS^ot^o*^^>^!^^i:^:S^R^^^/im^•C■gJi$^^:^v:Ol -O4 rfV^iU. 

■ ■ ■ t^v. 

■ ■ -M^stTU-;K 

- - - ^Tvii^^ U;t^. 

■ ■ Oi -O4 TiVzi^i^^ 

■ - Tf^^0t^0;^)^^>Mi:^:S^R^^^:^v:mm^■C«JiS^^:^cOl -C4 Tfia^^^^ 

■ ■ ■ JWljry^ 

■ - -mm^rv-f]^. 

[0108] 

- - Oi — O3 r!i-^)V:^fi't'-n^:t^>'. 
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■ ■ ■ JWljry^ 

■ ■ ■ -hn. 

• ■ ■ Ci -C3 7;P^;k. 

• ■ • Ci — C3 r/t-ijdfi^. 

■ ■ ■ ^Nn^y-fbCi — C3 T;l/3:3f>-. 

■ ■ ^ji^rh., 

■ ■ Ci -C3 r;i/^/Pf-:t. 

■ ■ Ci -C3 nv^fVxA't.-)]/, 

■ ■ C3 -Ce i^^nT;l/^;l/. 

■ ■ A.^n^-^'U;!/, 

■ ■ b Kn^i^. 

■ ■ Ci -C3 nv^fv. 

• ■ Ci ~C3 r)Vn^iy^ 

■ ■mwmn'')~}vx^k^Kfz(^^ -C3 riv^^i^. 

[0109] 

( i i ) C2-C5 r;i-^-;i/. 

rm<7)hm^minzmmtitzmsmTmm^titzC2 -Cg T^t-^-zi-. 

■ ■ v\niry^ 

■ ■ -bn. 

■ ■ Ci -C3 TlV^/l-.. 

■ ■ J-^uyyitC 1 -C3 T/l^JV. 

■ ■ Ci -C3 TJ]^^^i^. 

■ ■ j\n^yitc 1 -C3 Tfl^^i^. 

■ ^>':^' y;I^, 

■ Tf SCO C> to*^ A, S A.Tn U /P. 

■ ■ h Fndr^-. 

■ ■ c 1 — c 3 T;i/^;k. 

• ■ Ci -C3 7;i'3^i'. 

( i i i ) C3 ^Cg ^-^nr^U^/K 

TIBiOti^^^J^MjtMK$tLfcgmS-C«JiSfi.:^v:C3 -Cg i^^nT/l/^;!/. 

■ Ci -C3 r/^^;^, 

■ TIEcOi«*^^.MTtt:ilfK§fL!^^^at«$tL/iCi -C3 TJl^/l. 

■ -^^y. 
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( i v) i]}V^.i^';^})V. 
[0110] 

(v) k*S5^TU-;K 

■ i^TiYy 

■ hKndf^. 

• i^ry. 

■ -hn. 

■ Ci -Cg nv^iv^ 

■ ■ >^^^r■■y^ 

■ -^^y. 

■ ■ ;^?;l/;i^V^y;W Sy. 

■ ■ mm^rV~J^-C'Mm^tifz:f}Jl7f.iy^ y;M 5 y . 

■ ■ ■ j\'ajry^ 

■ ■ ■ Ci -Cg TJl-^JV-. 

■ ■ ■ yNn^'WtCi -C3 r)V^>V. 

■ ■ A.xn>'i?U;l/. 

[0111] 

■ Ci — C7 T/Va^iy^ 

■ Tmcoh(oi}^i^i^i>zmmtifzwmmxwm^tifzCi -^CTnia^i^^ 

■ ^y-tfc(±y-Ci -C3 T)V^)VT^y:^)Viii-)V^ 

■ mm^ru~!vxwm^titz^y-tfzi±=j-c, -^c^ r;^^;^r5y^;^^-;^ 

■ Ci r;^^;^T«§i^/^^^y-4/s{ii^■-M^^s^ery-;^rsy^y^4^-/^ 

• Tsy. 

■ ^y-tfzii'J-Ci -C3 r/t-^/L-rsy. 

■ Ci --03 T/i-^-^kT^/yi/^f^-yi/TSy. 

■ mm^ru~)vxw.m^tifzci -C3 r/t-^-^i^^/t-^^-zi/rsy. 

■ ^cmm^r y -/i-x/i-^^riyt/r s y . 

■ Ci --03 T;l'^;I/T«§tl/SM*ii5^Ty-;kX;l/4^ri;PT5y. 

■ Mi|iiitry-;l/T«$tL/iNHC (O) NH. 

■ Ci -Cg T/lxrJdf^T-gJi^tL/l^^S^ry-yl^-Cm^tLitNHC (O) NH. 
■J\x3jfyitc, r;Hi^>'T-m»$tL^cM*mry-;t/T-gm$tL;<:NHC ( 
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O) NH, 

■ ■ Ci nv^iv. 

■ ■ Ci -C3 T)V^)V. 
[0112] 

( V i ) ^f-n^^ y;l.\ 

■ -bn. 

• Ci -C4 r)V^)V. 

■ -yf^V. 

■ ■ mm^r y $ ii/i c i 3 r/v^)v^^. 

■ -mm^ru-ju. 

■ ■ ^\^yy^tmm^ru-)v. 

■ ■ ^rni^i? 'JiV-, 

■ Ci -C3 r;^3df^, 

■ MfRiSj^ry-zk^^^-. 

■ ■ j-\njry^ 

■ ■ Ci -C3 t;p^;k 

■ Ci -C3 TJV^JV^ir. 

• Ci -C3 r;^^^-/^f-^, 

■ MSiij^Ty-zi-^^. 

■ Ci -C3 r}V^jV7-.)Vt^-}V. 

■ J\rfyyi\:MMm^T')-)VX)V7i-^-)V. 

■ mm^TV-jv-. 

■ TIE CO t ^ m±^miR § tifzwrn^Twrn^titimmm^r y -/i-. 

■ ■ r\njry^ 

■ ■ -bn. 

■ ■ C 1 3 7JV^)V^ 

■ ■ C^-^C^ r/l-ndri/. 

■ ^y-^iy^ y;l/. 
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■ ■ Ci -C3 r;l/^;K 

[0113] 

R2 (i:. -NHNH2 . -NHNHBoc. -N (Rj , ) (Rj b ) ^ ^^l^d^U^. 
R2 a {4s HS;^c(4Ci -C3 TlV^fVX'h'O. 

■ hFn^^, 

■ 7S/, 

■ -NHBo c. 

■ C3 -Cg i^^nT;k^;l^. 

■ ■ )\uyy^ 

■ ■ c 1 3 r;i/^;^. 

■ -01-03 r;i/3^^. 

■ ■ -SO2 NH2 , 

■ c , - nia^i^^ 

Boc{±. ;?5f;l'^N'Sy®te rt-7'^;Px;a;f/l'"Cj>Ds R3 (4. Ci — c 

Z^X\ R4{4. Hi/^JiCi -C3 r;I^dr;t^-C-$) D . 
[0114] 

R5 {±, H, Oi --03 r;k^;t^. tfziiwmmmm^r'j-jixwm^tifzc^ -^c 

Yii, -c (O) -T-^iD, 

;^;k4^i^^'y;Ki, 10, l l ->^"b Hn- s-^^y-i^'^yy' [ a, d] ^-^0^. 

■^i-yf-)V. TyVy^/-)V. c-y)Vi[vy-9-A^)fy. AvV-jv. 4yr- 
1, 2, 3, Fn-^y^/l-. tfzlih'i^^u L2. 2. 1 ] ^7 t- 

^T^iy^V/Ui, 1,2, 3-i-7'JTV'V^V^ 1,2, 3 - h U TVy;!/. 1, 2 

-yh Fn-3-^^y-b°5yy;K 1, 3 ->>'^^y->f y >f y F y;i/. lu-^y 

VUjI. lH-t°ny;K 1 -:t^y- 3 H--f yALyy'^^-;!^. 2, 3-i/tFn- 
KyrCl, 4] 2, 3 -i^'b Kn-^yy'y y;k. 2, 4-i^'bKn- 
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3-:t^y-b°5yU;K 2H-Kyy'\fy-)l'^ 2-:f^V-Kyv'^'7-JU. 
dfy-h°nyx-;l/, 3, 4-i/hFn-2H-A;yy [b] [l, A'] -J^^^y£-)V 
, 4-:t^y-l, 5, 6, 7-xb9t Fn— <yFy;K 4-:t^y-3, 4->>'b 
Kn-7:J'^i^'::^;l', 4 -:t^y-Oy"f5-;l'. 9, 10, 10-bU^^y-^:t 

^^?-yx-/^. 9H-df-9-yx-;^. r^'^i^-zL-. ^yyw s^yy/k. ^yy [ i , 

3 ] i^':t^y U;l/. [ 2 , 1 , 3 ] :^^^iyTV'^))V. KyY [ b ] ^x-;l^. 

-9-yU;I^. ^^Vy-fV. \f^'J=J/l. t^yu/t-, h°Ui;;l'. h:y5i->. \fuV'J>V 

. ^yy;K ^y^-y-y/t-. ^ryyi-vi/. ^ryy^k. ^x-;i/, rh^ 

[0115] 
Ri {±. 

( i ) Ci -Ci 0 rj]^^ji. 

■ >-'-7°pt7l,TSy^;l/4^ri;k. 

■ mm^T y -jiTmm^titz?^ h^i^. 

■ ^^n^yiYMmm.T'J-m^i^. 

■ m}^^T^^^y;^-xf-yT>T5y^^i'. 

■ t e rt-Yh^>':^}U^^-)Vr^y. 

■ mm^T y -;P;^;K-l<-;t^T 5 y . 

• Ci -C2 TJV^JUi-^. 

■ ■ j^^yyimmm^To-)v, 

■ ■ y ^^^T«s^^/-^^l^SItry-/^. 

■ y f-zL-t-MiiS ti/t^-fn i^^ y . 

■ ■ -^^^^ry^ 

■ ■ y ^/i-. 

■ -yh^i/. 

• ■ y ^;kx;t^7 ^ ->VTW.m^tifzmmm^T y -;l^"C*^$tL>^cXT-/l^, 

[0116] 

■ TIE CO t ?£tiTtt:»K $ tifzwm^z'wm^titim.mm^r y -/i-. 

■ ■ r\njry^ 

■ ■ h Kn^i-. 

■ ■ -bn. 

■ ■ Ci --04 r/L-^/K 
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■ ■ ■ ^^y. 

■ ■ ■ ^"rniy^ 

■ ■ ^Trt>"^V/V. 

■ ■ Ci -Cj r)V^)V. 

■ ■ ^mm^T')~)v-z'mm^ix.tzc^ -C2 t)v^)v. 

[0117] 

( i i ) rii(^i^(^t^iymsL\<zmmfifzwm^wm^fitzC2'--c^ rjvr-iv. 

■ - h rjvmm^tifzmm^T u 

( i i i ) C3 ^Cg i-^nr;l^^;K 

rii(oijcoi}>^i,i.iTizMmtitzwmmTmm^tifzCs -Cg i^^nrji'^fu. 

■ mm^ru~)ifmm^titzj<^}i. 

( i v) ^/l/^^i^iJ'y/K 
[0118] 

(v) K*Sjt7U-;K 

Tiico h m-^,m±^mmiitzm.mmTm.m^tifzmm^r u 

■ j\njry^ 

■ -bn. 

■ Tm<ni,m^^i^izmm^tifzMmm'Mm^titzc I -Cg r;u^;p. 

■ -jf^y. 

■ ■ ^ i-^wnm s Kfzmm^T u 

■ mm^7^}~!vx:-wm^titzc-y -c^ r/uu^^-. 

■ 757. 



(2 03) 



#iH2004-315511 (P2004-315511A) 



■ r^u^yit^v^^yx-wm^fifzBmm^T^j-jvmm^tifz^wc (o) nh. 

[0119] 

{ V i ) ^f-n^^' 

t tzi±rmco i,cof)^^ii!Ai,zmmtifzWMmx'um^fifz^i'u^>^ u 

■ Ci -C4 T/l/^/k. 

■ Tmcoh<:o:b-^'iiAi>zmi^tifzwmmx'wm^tifzCi -C4 rii^/u. 

■ ■ j\nyy^ 

■ ■ j\n^ymmimT[)-!i-Twm^titz?(i-jii-^. 

■ ■mmm^ru-ii. 

■ ■ ^\xiyyimmm^Tv-)i. 

■ ■ A.T^ni^^'U;!^, 

■ ^i-juxwm^fifzmm^ru-ju^^i^. 

■ Ci -C3 Til^fli'^. 

■ Ci -C4 T)i^)i'Xwm^tifzmm.T^)~}v:^}v^^-}v. 

■ mmmAr^)~iv. 

■ j\^'fyimmm^T^)-}v.^ 

■ ^^!vx-wmMitz}mm-i^T^]-)v. 

■ - h nX-MM^fitz^^^r U 

R2 {±, ;<i-/vr^/tfzi±'J^i-/ur^yx'$>'o. 

Lii, stVa. VI I la, tfzlH Xa-fy-^MM^tl. 

^zx\ R^HJiiV^R^ i±. ntfzl±c^ -C3 TJl'^Jl^^^i^miUzmSi^ti. 

Yii, -C (O) 

, ryb^^y-zl-, c-7;i/^i-y- 9 --f 'Jt>. 1, 2, 3, 
-^7^;^, a/siitV^n [2. 2. 1 ] ^7 T-/1^TS. D . 

A,-fn>'^y/K±, 1,2, s-f-rs^'ryy/L-. 1,2, 3-hyry'y;p. 1, 2 
-yh Kn-3-^^y-t^yy;k, 1, 3-i^'^^y-4 y-f > Ky;i^, iH--fy 

^■y;^, lH-b°ny;l.. \-:^^V-3W-AV^yVy=y-)V^ 2, 3-i^'bFn- 
<yy [1, 4] iyi^^iy-}^^ 2, 4 -i^'t Kn- 3 -jf^y - t^y y 2H-'< 
yyt^ri/i^. 2~t^V~KyY\^'y-)V. 3, 4->^b Kn-2H-<yy [b] [ 
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1, 4] i^'^^-feb°:i;K 4->r^y-3, 4 -i^b Hn-y^? ^i^-;K 4->r^y- 
A^yyt^-;!^. 9, 10, 1 O-hU^^y-f-^df-y-yr-;!^. 9H-df^fyr-;^ 
. T-fe>i^-;i^. -^yy^ S:/y'y/K -^yy [1,3] i;:t^yy;t-. Kyy [2, 1 

, 3] t^^iyTW/V-. Kyy [b] ^x::^;!/. yU/t-. i^VVfl-. ^Vt^^V 

y/^, ^/i-T^yy. ^/i-T^y-zi-. :^^vy-/i. t^yi^/i/. h°7y■y;^. tyi^vi-. 
^yy;i/, ^y^-9-U;k. -fTy'Ui^>. ^Ty'y;i^. ^x-;i^. 2,3- 
S^hKn-l-^^y-^y>fyKy;l^. 2, Kn-A^yyyy/k. 2-^^y 

4-^^y-l, 5, 6, 7-Tb7hFn--f yKU/L-. iyy/UH 

[0120] 

Qii^ 1 1 0 . 

Ri (±. 

( i ) TiB(ot(o*^/?,?tet;jaii?$fL^cmat«$tL/iCi 0 rj\^^)V. 

■ ^^y, 

■ MigiS5tTy-/i^t«$iif^^ b^;^. 

■ Miiii5t7'y-/ivr^^->, 

• ^\^yyimmm^r'j-)it^i^. 

■ g^^TPi^^ y;t/-x^ y tVt 5 y:t^i/. 

■ t e r t - 7" h ^ iy^/V-t'-lVr 5 7 . 

■ Ci — C2 T;i'^;i'^:t. 

■ ■ j\nyy^tmm^Tu-)v. 

• ■ 7< f-;!-. 

■ ■ ^ b^i-, 

■ ■ ^ ^;^x;^7 ^ -/l-T-MS^tL/iK^itr y -;I^T«SfL/iX7^ri;|^, 
[0121] 

• Tf SCO t m-^ ^ mxzmw. § titzmmmx-wm^titzmmm^T y -/t-. 

■ ■^^^^^>. 

■ ■ h Kn^i^. 

■ --bn. 

■ ■ Ci -C4 r/i-^/K 

■ ■ yti(7^i,m^c^mL\>zmmfifzmmmx-wm^tifzc^ -C4 t;i^^;i^. 

■ ■ ■ ^^y, 

■ ■ -^^j^ry-^K 

■ ■ ■ A,f-ni^^ y;t/. 
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■ ■ mmm^T'j~ji:^^i^. 

■ ■ mmm^T^j~ju. 

■ ■ C 1 — C 2 TfV^fV. 
[0122] 

■ mm^T^)-iv, 

( i i i ) ytmhm-^iyi^±{zmmixtzwm'^mm^ixfzCs'--c^ i^i^urm 

■ mm^r'j~)v. 

( i v) ^;^;^<■i/^U;K 

■ J\T;jyy. 

■ hKn^i^. 

• ^ry. 

■ -bn, 

■ Ci — Cg T;l^^;i/, 

■ ■ r\-ajry^ 

■ ■ ^i-)vx'W.mixfzmm^T^}~)v. 

■ ■ mm^ru-iuit^i^. 

■ r\nyyitCi -C7 T^l-a^y^ 

■ jih^'^x-mmtitzmm^rv-m^'y. 

■ Tsy. 

■ ^cmm^r'j~)i'X-MM^titzrrtJ^/i=^'-fi:f}fi'7r'->vr^/.. 

■ y i-Jl-X-Wm^fitzBmm^T U -;kX;l/7^ - i y . 

■ r\^jryit^ h^^yxmm^tifzmMm^ru-fi'X-m.m^tifzNHc (o) nh. 

■ i^T/x-mm^tifzmm^Tv~}\^i-ii-. 
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[0123] 

■ Ci -C4 r/v^}\^. 

■ ■ ^^^^r■■y^ 

■ ■ A.xn^'i^y;!/-. 

■ ^h^i^. 

[0124] 



XXI 



Yii, -C (O) --C-S)D, 

. 7yV'y^J-)V. C-yfU:^Uy-9-4 Vfy. 1, 2, 3, 4-Th5tKn- 
a/stitv^'o [2. 2. 1 ] ^Tx-;UTJ^ 19 . 

>\rnv':;'U;Wi. 1,2, 3 -f-Ti^'ryU/l^. 1,2, 3-hUry'U;l/. 1, 2 
-i/"b Kn-3->r^y-t5y"'j;K iH-^fyKU/t-. iH-tny/k. 2, 
bHn-3-:t^V-b°^VU;k. 2 H-<yV'b°^::i;k. 4 -^t^V-^yVb^-^t- 
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^^jiy)V. h°^yy;i^. \^^}'j)V. ^y'})V. f-rvyi^VK ^ryu;K ^x-;i^. ^ 

i^y-jl^ 2, 3-i;^hFn-l-:t^y->fy-<yFy;K 2, 3-i;t Fn-Ai-yy 

7y;i/, 2-:t^y-<yvh°7-;K 2->r^y-tny 4-:t^y-i, 5 
, ^;l/4^yy. h°ysi/;i/. h°ny>>>. rb^t Kn-^x-;lx. <yy'y^-;l^. i 

?t:{±'<.yy^Tyy;k'c-s.'5. 

[0125] 

Ri 

( i ) TWDhm^i^mL'^zmmtvtzmmmx'mm^fitzc^ -^c^ nv^iv. 

■ ^S5try-;i/T'M^$tL?t^ h^^. 

■ Miimry-/i.t^^\ 

■ y^^^^'wt:M*^iitry-7^^^^■, 

■ - b n-c«§ tiZ-c^gSSj^T y -jvi^^'^^ 

■ ^^;^T«S^^fc^x^^^y;^^Jf^, 

• MM^xni^:?y;t.-x^yT>r5y^^>'. 

■ mm^r y ~)V;^)v^s-jur s y . 

■ Ci nv^ji-i-t. 

■ -bnT«§fi/S^xni/^'y;l^^^. 

■ ^^;l/T«§ix/S^f ni/^'y;l'^>r. 

■ ■ >\viYy ^ 

■ ■ j< 

■ -^h^i^, 

■ ■ ^ i-;vx}uy 4 -jvx'W.m^Ktzm.m.^r y -jvx'wm^titz^^T-jv. 

[0126] 

■ Tf SCO c> to*^ A, § ^litM^jSiT y -jv. 

■ ■ J\njry^ 

■ ■ h Kn^ix, 

• --hn. 

■ ■ ■ ^^y, 

■ ■ -mm^rv-zi. 

■ ■ ■ ^Tm^9 y;i/, 

■ ■ Ci nvn^i^. 

■ ■ J\u^y\tC 1 — C2 TJV^^iy. 
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■ TIE CO t § tifzmmmx'mm^titz^i'n -y^^jjv. 

[0127] 

{ i i ) Tm(^ij<r.Hj^hi^±i>zm^^tif.zmtmTmm^tifzC2-c^ ni-y-ji. 
( i i i ) rm<^i><7):h^^m±izmmtitzwmm-cwm^tifzCs'--Ce i^^nnv^ 

( i V ) X?/1^4<>'^'U/k. 
■ 

■ hKn^^-. 

• ^-ry. 

• -bn. 

■ Ci — C4 Tli'^JU. 

■ ■J\nyy, 

■ -^^y.. 

■ ■ mmm^T'j-ji'. 

■ ■ y i-)VX-W.m S KfzmMm^T U 

■ Ci — C2 r;i/3^v. 

■ y^^^>-f[:Cl -C2 TJia^iy^ 

■ T5y, 

■ y-y^/kTsy, 

■ m.mM^r 'J~)l'TMM^titzrrtJ^/l^-}l:^fl'7jr'-)l'r^ J. 

■ y i-Jl-TWm^fitzBmm^T U -;kX;l/4^r^;kT 5 y . 

■ ^^x^^yiu h^>'Tm.m$tifzmmm^ru~fi'X-m.m^tifzNHc (o) nh. 

■ v^^^^>'^byf-;^f-^. 

■ i^T/Tmm^tirzmmm^T'j-fi'i-^. 

■ mm^T y '-!VTMm^tifz=t j-t fz\i=j-:i^^)ir 5 y x?;!^^-;!^. 
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[0128] 

(v i ) ttzi±rmcoi,co:b^i^^iiAi^zmmtirzmmmx'wm^titz^T^i^'^uji'. 

■ -hn. 

• Ci -C4 T/V^JV-. 

■ -J^nyy^ 

■ ■ j^rjyyitmmm^ru-jvx'wm^tifz^i-ji'i-^. 

■ ■ j\^yyitmmm:TV~}V. 

■ j<i'j]^x'wm^tifzmm^ru~j\^^^i^. 

■ Ci — C3 T!V^}lXllt^-ll, 

■ :^i')ux-mM^titzm^^rv-)u:^jiTr^->i. 

■ ^^nyy^mm^rv-ji. 

■ ^i-jiTwm^tifzmm^TV-ji'. 

■ - h nx-wm^fifzmmm^r u 

[0129] 

R2 ii. ^i-/Vr^ytfzli'J^i-Jl7^JX'h'0. 

Lli. 5tXX-XXI It'^mM^tl-. 
Yii, -C (O) , 

, 1, 2, 3, 4-Th7b Kn— t stiitV^'n [ 2 . 2. 1 ] A,7°7^ri;j^ 
^rni^^'U;H±, 1 H--'f VKU/P. 2, Kn-3 ->r^y-h°^yU;P. 

7y;^, h°^yy;i/. ty^-vk. ^x-;i/. 1,2, s-h^JTYUii. lH-t^>J/^ 

. 2, 3-i>'t Hn- 1 -:t^V--f y-f >'FU/I/. 2, 3 -i>'t Fn-'^yy^ 'J/l-. 
2H-A;yyt5:i;i/, 2 -^^y-^yy"b°^-;k. 4-:t^y-l, 5,6, 7-r 

7-;t^. tfziiKyv'f-TYVJVX'h'O. 

arcoit-^ttzum^izx^^comm^zm 
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H 



Ri i±. 
( i ) Ci -Ci 0 T7P^;l/, 

( i i ) Cg—Cg i^^'OT)\^^}\^. 

{ i i i ) M«iij(iTiJ-;i/. 
( i V ) i^cii^rn^^^ V)limL. 
R2 (±, ^-f;^TSy^/^ii:v^f-;^TSy-c••^>Ds 

Yii, -c (o) -t-^jD, 

A.f-ni^i^U;W4, 1, 3-i^':t^y--^y-^yKU;l', lH--fyKU;l^, 1-^=3^ 

y-3H--f yA;yy7^ri;I/^ 2, 3 -i^'h Kn-A^yy- [ i , 4] 'J^^iy-Jl-. 3 
, 4-i^'hKn-2H-<yy [b] [1, 4] v^'^^-te::!;!/, 4-:t^y-3, 4- 
i^b Kn-7:^'5i^-;l/, 9, 10, 1 0 - b U^T^^y — ?-:t=^-9-yr-;l^. 9H-^^ 

y^-)i-^ Kyy-^ s^s^Y y;p. '^.yy [ i , 3 ] 'Jt^v Vfi. <yy [ 2 , 1 , 3 ] 
^^f-s/ryu/i/, <yy' [b] ^x-;i/, yVfV. ^5yy'U;p, y^^^fy■U;^, 

^;i^4^uy. :t^y^:i;k, tui-';k. ^y^-9-U;k. ^xr^/i^, ^yu;k 

. t tz (4<yy-f ry u ;kT-?) 0 , 

[0131] 

Qii, it I IT&O. 
Ri {±. 
( i ) Ci — C4 T)V^)V. 




[0130] 



(240) 



#IH2004-315511 (P2004-315511A) 



{ i i ) mm^7u~ji. 

(Hi) 4/i«^xn>'^'y;l^^^t. 

Yii, -C (O) -Th^. 

^f-ni^^VMi. gn-jf-fj-yr-;!/, Kyv [1,3] i^':t^yu;i'. <yy' [2 

,1,3] ^^-tf^^'rVU;!^. KyY[h] ^xri;l^. ^xri;P, IH-^yFU/t-, 
[0132] 
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H W H 
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[0133] 

Ri a. 

( i ) Ci 0 
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■ ■ Ci -C3 7;l'^;l'T«$fL^:^7'n>':i?y;k. 

■ ■ )\uyy^ 

■ ■ m.mm^T\)-jv^ 

■ ■ ■ =^^-t.fz\ii^-c^ -C3 Tjv^jvr^^. 

■ ■ i^TJ. 

■ ■ A,7=-ni^^'U;k, 
[0134] 

■ Ci -C4 r;^3^^/X?/^^-/^Tsy, 

■ ■ -hn. 

■ ■ 0 1 -0 3 7lV^)V. 

■ Ci -C3 TJV^JV^ir. 

■ -TtiaMt-^^^^i^zm^^titzmmmx-mm^tifzc, -C3 nv^iv^:^. 

■ -^j-t-fzii 'j-mmm^T u -}VT^j , 

■ ■ r^uryiY.'^J-±fz\i'J-mmmAr')~}Vri/. 

■ ■ y%i<^i,m-^(^mL\,zmmKfzwmx-wm^tifzmm^7'j~)v. 

■ ■ ■J\nyy.. 

■ ■ ■ Ci -C3 T;i/3^>-. 

■ TiEco i cDfj^ ^ n±i^zmiR § fifzMMmx'WM^titzmm^r u -/k^^ , 

■ ■ r\niry^ 

■ ■ 0 1 -0 3 r;l/^;^. 

■ ^^X3jfyitm.mm^rv~}ixji:t^-;V. 
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■ C3 -Cg ^-^nr;kdf;t^. 

■ ■ r\-ajry^ 

■ ■ Ci -C3 TlV^/V., 

■ ■ C2 r;^^r-;^. 

C3 r/t/^^::^/^-. 
[0135] 

■ mmm^r\)~A. 

■ ■ jsu^y^ 

■ ■ h Vxj^i^. 

■ --bn, 

■ ■ Ci -C4 Til^il.. 

■ ■ ■ vNnyy, 

■ ■ ■ t Fn^^. 

■ ■ ■K«li5^rU-;K 

• ■ ■ ^y-tfziiiy-mm^TV-ivT^y. 

■ ■ ■ ■ JWJjry^ 

■ ■ ■ ■ :ihn. 

■ ■ ■ ■ Ci ~C3 T;!^^;!^. 

• ■ • • Ci -C3 r/t-n^^, 

■ ■ ■ ■ ^^^^>•^tCl -C3 T/t/r?^i^. 

■ ■ Ci -C3 T/L-a^Jri-, 

■ ■ Tm(^i^m-^,m±^zMmtifzmmmx-m.m^tifzCi -^c^ r;m^^. 

■ ■ ■ J\Ujry^ 

■ ■ ■ mmm^Tv-ii'. 

■ ■ Ci -C3 7)Vzi^iy^Jl^:f.-fV^ 

■ ■ ^y-S/t{±x-Ci -C3 r/t-df/i^rsy. 

■ ■ c 1 -c 3 riv^>vx}it^-}V^ 

■ -03-0 6 Sx^'nT;kdf;i.^ 

■ ■ ^^ny^^ y/L-, 

■ ^rn>-^' y;l^. 

■ ■ Ci -C3 r/L-^/i-. 

■ -01—03 TJV-^^i^. 

■ ■ mmm^ru-jix-mm^tifzc^ -03 r^va^y^ 

■ ■ j^nd^yitmmm^ru~/v. 
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[0136] 

{ i i ) Cs-Cg r IVY -IV. 

■ )\TiYy. 

■ M*iis^TU-;l/T«SiX/iCi -C3 TJV^^ly. 

■ ■ ^^^^^y, 

• ■ h Fn^^-, 

■ ■ Ci -C3 ry^n^v-, 

■ ■ y\n^^>-ft,c 1 -C3 T;t/3^>-, 

{ i i i ) C2 -C4 T}V^-)V. 

^m^r y -;i/-c-Mm$^i:^v: c 2 -c 4 rjv^-iv. 

( i v) Cg-Ce i^i^nT^l^^/k. 

■ Ci -C3 r;i/^;i/. 

■ TfS^0t^0*^Ji.5fci^:Jl^R^^^!^v:^a•C«S^^/iCl -C3 T;l'^;l'. 

■ ■ h Fn^^. 

■ ^J-Miv-^^ -C3 r/^^/i-rsy. 
•^mry-;K 

[0137] 

(v) C3-C6 i^^uTiV'r-jv. 
( V i ) X7;P#'i^^y/K 

■ hFn^^. 

■ ^bn, 

(v i i ) W<mmAT'}~)V. 

■ y\n^>. 

■ hFn^^-. 

• ^ry. 

■ -bn, 

■ Ci -Cg r}V^)V. 

■ ■ j\nyy. 

■ ■ h Fndf 

■ -^^y. 

■ ■ Ci -C3 r/L-n^^, 

■ ■ mmm^rv-jvyr^'y. 

■ ■ ^ y-t/Stii^'-Ci -C3 7>V^/VTiy-N-:^^i^. 

■ ■ mmmirU'-fvx-mm^tifz^j-ttzii'j-Ci r/v^^vr^/. 

■ -^^y-ttzii 'J-mm^T y -;kr 5 y . 
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■ ■ Ci -C3 rfv^fvx-mm^tifz^'rr^i^^vji'. 

[0138] 

■ C2 -C3 T/V^-fV^ 

• ■ b 

■ ■ J\nyy^ 

■ ■ 

■ ■ ^^nyy^mmm^ru~jv. 

■ ■ A.^n^'^'U;!/, 

■ ■ ■ A.xni/:? 

■ ■ ■ -^wjyy. 

■ ■ ■ ■ ^\nyyitCi -C3 TJi-^jV'. 

■ C2 -C3 r;^^--;^^df^. 

■ TiEo ^> Jtetijifx $ titzmmmxmm^tifzmmi^r u 

■ -J^nyy^ 

■ ■ j\^yy^tc^ -C4 ryu^/L-. 

■ ■ Ci -C3 Tfl-zi^i-. 

■ Tf St?) i c^np ^ MittcjitR § titzmmmx'wm^tifz^^u 1^9^) >- . 

■ ■ >\viYy ^ 

■ ■ c 1 -c 3 r;i/^;i/. 

■ ■ >\nywtc 1 -C3 T)V^}V^ 
[0139] 

• jftSii5try-/L'-r«$ix^cs (0)20. 

■ Ci -C3 r;l^3df>';^;i/4<-;l/. 

■ "^J-t-tzXtV-Q-x — C3 T;k^;kTSy;^;t';K-;l'. 

• ^W^r')~)Vxmmtifz^j-t.fz\i.v-Cx -C3 T;^^;^7Sy;^?;^4^-;^ 

■ Tsy. 

■ ^y-i/c!J:^"-Ci -C4 r;^^;^r5y. 

■ i^r JxmM^fd-z^j-tfzMV-c^ -C4 T/i/^yL-Tiy. 

■ Ci — C3 r}v^)vx-mB.^Ktz'^m^T'}~iv'X}Vit^-ivr^j ^ 
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■ Ci Tfva^i^x'W.m^Kfz^mm^rU'-fvx'wm^titzNuc (o) nh. 

O) NH, 

■ ^\n^r>-ft:Ci -C3 T;i/^;i/^>r. 

■ "eJ-ttzli'J-C I -C3 TJl-^'l'T^JX/U^r^-Jl^^ 

■ mmm^r\)~ii. 

■ ■ c 1 — c 7 7;i^^;i^. 

■ ■ c 1 -c 3 rjv^)V. 

■ ■mMWO''}~)V. 

■ ■ }^nyy'\mm^^r'}~)V. 

[0140] 

{ V i i i ) A.T^ni^^'yyl^, 
■ 

• i^ry. 

■ -hn. 

■ Tm<^hm^^i^i>zmi^titzwmmx'wm^titzCi -04 ni^fi. 

■ ■ rsnjry^ 

■ ■ h Fn ^f X ., 

■ -^^y. 

■ ■ Oi -O3 7lVa^i^A}l:r^-}V. 

■ ■ Oi -C3 t;p^;p^^. 

■ -Miliij^rywi^-c-WiSfL^cOi -03 r;^^;^^^. 

• ■ rxnyy-it^mm^r^j-iixMrn^titzc^ -o 3 r/i-^/t/^jt. 

■ ■ M*Si^Ty-;i/, 

■ ■ Tm(nhcoii-^m±(,zmM^tifzm.mmx-m.m^tifzmm^ru~}]^. 

■ ■ ■JS'O'iry^ 

■ ■ ■ -fn. 

■ ■ ^^ni^i^ y/L-, 
[0141] 

■ Ci -O3 nva^iy^ 

■ mm^r'j-iixMm^titzCi -03 ni^^iy. 

■ Oi -03 rjv=^jixmm^tifzmmm^ru~)Uyi-^iy. 

■ ^y-tfzliiy-Ci — O3 TJl^^fV-r^J. 

■ Oi — 04 T/]^^ji-A/\^^^-fi-riy. 



(2 50) 



#iH2004-315511 (P2004-315511A) 



■ Ci — C3 T/V^Jl^Xll-t^-lV. 

■ ■ 

■ --ho. 

■ ■ C 1 — C 3 TfV^fV. 

■ ■ J^nyy^tc 1 -C3 Tfl^^Jl^. 

■ ■ Ci -C3 TfVtl^iy^ 

■ -j^nyyitc^ -C3 TJl^a^i^^ 

■ -01-03 r;^^;^. 

■ ■ jwiyyitc 1 -C3 Tfi^fi. 

■ ■ Ci -O3 T;k3^i'. 

■ -01-03 rjia^i^^ju^.-zv^mi. 

[0142] 

R2 (±, -NHNH2 . -NHNHBoc. -N (Rj a ) (^2 b ) . ^r^'l^^^U^. 
4 - r -b^/l.- i>>l/. t ?t(±4 - 7 X :i;L'- h°^5 i^Vt/f* D , 
ZZX\ R2 . {is Ht/iiiOi -O3 T;P^;k-C35 0 . 
R2 b Ci -O4 r;!^^;!^, TiB(7)ti?)*^^>?tel:Mf?§^i:tgmST«§fL/i 

Oi -O4 r>i^!i. 

■ hKn^i-, 

■ Ci — C3 r;I^:adr>-, 

■ T5y, 

■ -NHBo 

■ O3 -Og ^^nT;l/^;U, 

■ ■ r\niry^ 

■ ■ Ci -C3 T/l-^^k. 

■ ■ Ci -C3 r^L-n^i^. 
- ■ -S02 NH2 , 

O3-O6 z^^nTfl^fi'. m.mm^7V-;V. TlE«i«*^^.Mi:t:il*^StL/iMJiS 

■ v^^yy. 

■ Ci -C3 r/l^^/L-. 

■ Ci — C3 T!]/^^i^^ 

:iZX\ Boc{4. ^;lJ<^ymte rt-yi~;l'X.xr-flXh'0. R3 (4. — O 

3 TJU^fPtfzi±Tm<^i^m-t,m.imm^fifzm.mmx-m.m^fitzc, -03 r/t-^ 
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[0143] 

R5 H. Ci TJi'^ju. tfziiwmmmm^r'j-jix-wm^tifzCi 

Yi4- (CH2 ) ^X'i>^. mi±Otfd±lT$>'0. 

A^lt^iy^ 'JMi. 9W-y)Vi[V-ii\ 9 -y!Vi[]y-]V. r'ti-y^fV. 
A.-rn^-^'U/Wi. 1,2, 3-^7i^TV'^J}V^ 1,2, 3-hy7yy;l^. 1, 2 

-i-'h Fn-3-^^y-t^yy;K 1,3, 4-f-ri-'rvy;i/. i, 3-i^'*^y 

--f y-^yKU/l-. 1, 3-i>';t^V9-;P. lH--fyKU/P. lH-t°nn[2, 3 
-c] h°y>J;P. IH-enU/l, 2, 2' , 5' , 2" -^-f-^7x-;^, 2,2' 
-ff-:t7x-;l/. 2, 3->'hFn-l-.^^V--<y-<>'FiJ;l/, 2, 3-i^'tFn 
-<yy'[l, 4] 'Ji^^iy-il\ 2, 3 ->'h Ko-OV^ |J;P, 2, 

-3-^^y-h°7y•'J;^, 2H-^>yt°7-/p. 2-^^y-tnUi^'-;i/, 3, 4 

-i^'t Fn-2H-<yy [ 1 , 4] ^dr-y-i^-zk. 3, 4 ->>'t Fn- 2 H— ^yy' [ 
b] [1,4] y>r^-feb°ri;l^. 4H-A;>'y [1, 3] i^'^^i^-it-. 4H-^yyt 

y-}V. 4-^^y-i, 5,6, 7-TF5hFn-^yFy;u. 4-^^y-^yy 
h°7-;p, 9H-x?/P^'^'yu;t/. 9H-^f-yr-;i^s r-tr'f-v'-;!/, <yy-f s^yy 
^yy [1,3] i^■^^yy;^, Kyv [b] f-x-;K <yy7y/p, ^yy>r 
yy;^, 7y;i/. -f5:5^v'[2, i-bi f-ryy;i^. -fs^r-yy;!/. -^y^^-^yy/L- 
, ^ryl'xhyy. ^r/l/xhy-yp. ^j-J^y^-;!^. h°'<5y;t-. h°'<,yy;t-. e^yn [5, 
i-b] ^ryy;!^. hr^yy;^. bryi^/t^, h°ysi^>. t°nyi^>. ^^yy;!^. ^y 
^■9-y;u. ^ryyi^VK ^ryy;K ^x:i;u. ttzn^iry-jvx-h'o. 

[0144] 

Ri tt. 

■ r^^yyimmmA7')~}Vif^i^. 

■ i/T/XWM^tlti^y-Ci — C2 T)V^}VT^J. 

■ ^ J -wmm^T'} ~}vr 5 y . 

■ y ^)vxm% ^fifz^j- w<Mm^r y ~)vt s y . 

■ y ^i/-CK*S5S;r y -;l^x;t^;i^ri;^r 5 J . 

■ jftSigstry-;!^, 

■ Tf Bco t co*^ $ Kfzmmm.'^-^tifzmwmrr y 

■ ■ )\vi^y^ 

■ --Fn. 

■ ■ Ci — C4 r/i-^/K 
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■ ■ Ci — C2 r)Vzi^i^. 

[0145] 

( i i ) Tiai^c.iD*^4.3tei:Sf?$fL/tgJiaT*msfL!^cC2 -Cg r/i^^-it-. 

( i i i ) MSS5tru-;Pt'm§tL5tc2 -C4 r/L-^-zt-. 
( i V ) mMm-^T'j~iv^i-)vx'wm^fitz>'9u^^>'}v^ 

(v) 

(v i ) ^«S3^Ty-;i/. 

■ yT/. 

■ rsy. 

■ ril<r)i:,<r)j)-^i^^^\,zWlf{^fitzWmX'Wm^iitzC^ -Cg T)Vai^y. 

■ -^^nyy. 

■ ■ j\nyyitmm^TV~j]^. 

■ i^^'-Ci — C2 T/k^/PTSy. 

• yT /xmm^tifzy-c ^ -C2 r/i^^yi-rsy. 

■ ^^n^yiUfji-^^., 

(v i i ) ^^Xly^'J/U, 

■ ^h^y. 

■ Tf SCO t (7)*^ ^ 5tet:^iR § fL!^C^ST«$ tLitM^jSiT U -JV. 

■ -J^nyy. 

■ ■ J\nyyit^i-ju^ 

[0146] 

U±. itVa. VI I I a. i^cJil Xa^^i^iSKStL. 
Yi±~ (CH2 ) n^ThD. nH±Otfzl±lTh'0. 
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^xn^-^y/Ki. 1,2, s-^r^'ryu/t-. 1,2. 3-hyry'y;p. 1, 2 
-i^h Kn-3-;r^y-t°5yU;K l, 3-i^":t^y^-;l^. lH--^yKU;l/. 1 
H-tnU/k, 2, 2' , 5' , 2" -^-^^yx-it-. 2, 2' -f^^7x-;I^. 
2, 3-i^hFn-^yV'[l, 4 ] i-'^^i^-Zt-. 3, Fn-2H-^yv' [ 

1, 4 ] 4-:t^y-'<.>'ybr^-;K 9H-;!5f;l/A-y'U;l'. 9H-^-if 

>-r-;i^. ^yy-f sryy;p. Kyy [ i , 3] i^'>r^yy;p. ^yy [b] ^xn;^ 
, KyYyU)i. ^yy^ry u;t^. :^y;i^. -fs^yy/K -^y^^^fyy^t^. *^y 

t^yn [5, l-b] i-TYVJl^. h-^yy./L-. b°yi>;l^. b°y Si^Vl-. 
ViV. ^/^^'JlV. i-TY'J'JJl. ^TYVll, ^xnyK lU-KyYt^y-jl, 4 

H-Kyy [1.3] i^^^i^-ju. T^f■^i/-;^. 5^"y [ 2 , 1 - b ] ^ryy/p 

^ =^}]^t^V-}V'^ tfzii2, 3->'hV'o-KyYyU)i'T$)'0. 
[0147] 

Qfist I I X'h D , 
Ri i±, 

• M«mT y -yl-TW? tL/i^ h ^ . 

■ Mii^5try-;i^^^^. 

■ ^^^^■y{b^«ii^^;Ty-;^^^>', 

■ ^ i-nTMM^titzmmmiir y -/i/x/t^Ti^-zt-r 5 / -. 

■ TiEco i> A, Mitt jifK § tifzwrnrnx-mm^titzmm^r y 

■ ■ J\njry^ 

■ ■ -hn. 

■ ■ mmw^TV-ji'X'wm^tifzCi -04 r^k^^i-. 

■ ■ h Kn^^-T^SfL/iCi -C4 TJl^lV. 

( i i ) TiatOC)C^*^4.3fcttcSflSix:tgmSTKmS^l^C2 -C7 T/k^-il-, 

■ M*iij^Ty-;kT«$tL/i^ h^i-. 

[0148] 

( i i i ) m^^r 'j~jiX'WM^tifz:/i~-)V. 

{ i V ) M*Sx^7y-;k^^;kT«$tL3^ci/^n^^i-;l^. 
(v) ^/l-d^-y^y;!/. 

(v i ) mm^ru-;i. 
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■ hKn^^-, 

■ i^ry. 

■ 757, 

• Ci — C3 Tiva^i^^ 

■ -J^n^y^ 

■ i^'-Ci -C2 TJU^JUT^y. 

■ /Tmm^tifz'J-c ^ -C2 nv^jvr^y. 

■ ^^xJir'yit^i-fVi-t. 

( V i i ) ^"fr^i^^Ull. 

■ mm^TV~)v. 

■ Tf B^o t io*^ A, ^tei^jiiR § tifzwmmx'wm^fifzm.mm^r u 

■ ■^\nyy. 

■ ■ J\nyyit;>ii-ju^ 

[0149] 

Lii, 5tXX-XXI I^^J^iifK^ix., 

Yii, - (CHj ) „T-#jD.- mii„ OSJtttl-CJbD. 

^ yL- ^' U ;W± , 7-fe 7 ^/Uf * D . 

^TUi^^^VMi. lH--'f VKU/P. IH-tnU/l-. 2, Kn-<yy [ 

1,4] i/^df^-;t^^ 9H-;^;t^AYy;l^, V [ 1 , 3] =y^^V^J/U. 7';;^. 

b-^yy/i-. ^x-;t/. 4-:t^y-<yyt:5::i;u. 7-fe>i^'-;l'. -<5rV[2, 1 
-b] ^7V■■U;^. eUi^Vk, ^5rv'U;P. 2, S-i^'b Kn-^^yy^U;!/. tJ^cli 

Kyy [ b ] *J , 

[0150] 
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H H Br 
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Utmi 
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[0151] 
Ri it. 

( i ) Ci -Ci 5 r^v^fi. 

■ rmcoh ^ rni^zMU § titzmmmx-mm^titzmmmr u 

■ ■ Jwijfy^ 

■ --bn. 
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■ ■ Jwi'f yitc 1 — C3 TJU^Ji'. 
{ i i ) C2-C3 r;l^^-;l^. 

[0152] 

{ i i i ) mmm^rv-^i-. 

■ -hn. 

■ -j^^yy. 

■ -^^v. 

■ C2 -Cg t;1/^-;k 

■ Ci — C4 Tiva^iy^ 

■ ■ j\niry^ 

■ ■ A,f-n^^ y;i/, 

■ ■ J\nyy^t^^^^>':^U)l■. 
• --hn. 

■ Tf SCO t iO*^ ^ immW. § fL!^v:^ST«S ^i/::A.Tn U >- . 

■ ■ )\u'fy^ 

■ ■ c 1 3 r;i'^/i'. 

■ ■ )\uyy\\c<z 1 — C3 T;l^^;i'. 

• Ci -C3 nv^^^yijiv^^-iv^ 

■ ^J-ttzli^y-Ci -C3 T;i'^;kTSyc«§^x/sM*S5fiTU-;k>''Ty\ 

■ Ci — C3 T/i'^Jl'^Jl'-^^—Ji'. 

■ mm^7u-iv. 

[0153] 

( i V ) ^fn^^y/l/-, 

■ ^Nn^^>. 

■ Ci -C3 r;I^^;I/. 

• -Jwiyy^ 

■ -^^v. 

■ ■ mm^T u -;^x^;^4i■-;^T s y . 

■ ■ j\\jyy^mmm^r'j~^v:^fvt^-)uri/. 

■ ■ ■ r\uyy^ 

■ ■ ■ Ci — C3 TJl^/l. 

■ ■ ■ )\uyyitc^ — C3 T)V^)V^ 



(2 73) 



#iH2004-315511 (P2004-315511A) 



■ -jsnyy^ 

■ ■ Ci TiV^/V; 

■ ■ J\uyyitc 1 -C3 Tfi^mmi. 

R2 -NHNH2 , -NHNHBoc, -N (R2 ^ ) (R2 b ) . ^r^P^^U^. 
[0154] 

■ hFn^^-, 

■ 7S/, 

■ -NHBo c. 

• C3 -Cg ix:?nr/l'^;U. 

■ -^Nn^r-y, 

■ ■ Ci -C3 r;^^;^. 

■ ■ Ci -C3 r/l-a^^-. 

■ ■ -SO2 NH2 s 

■ Ci -C3 T}Va^^iyTWm-^ilfz^mmTV~)V. 

Ui. ^v-x I xij^m^i^ti. 

^rt-. R4(i. HS^cJiCi -C3 TJl^flTh'O. 
[0155] 

R5 (i:, Ci -C3 r;^^;^, S/tiSJiR*S5tru-;i/T«§^x^cCi -c 
3 r;^^/^T■■^) 0 . 
Yii, -s (O) 2 -T-S)^. 

;^?;k;f'i^^'y;Wi. 7, 7 ->>';^f-;l/- 2 -:t^y- fix:J'n [ 2 . 2. 1 ] -^rf-/!^ 
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i^ryy;K iH-h°ny;i/. 'syy [2, 1,3] ^^^fi^'rvy/t/. Kyy [b] ^ 
x:z;i^. yy;p. ^s.^YUfi-. \^yYV)V. tyy'/p. ^yy/w. 

[0156] 






[0157] 

Ri (i. H. -C02^ Bu. tfzit-CO^Bn (B nl,t'<.y'J)lMTh^} t'i^M 
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R2 ?( f-)VTiiJtfzi±'J^i-)l'T^yT$>'0. 
[0158] 

t:M-r«.Kit:J;'9iiEBJ§tL. mzmcw^^^^ Si L<{4MCHR H:Mt-«.K i j; 
[0159] 

xf-;K n-7°ntf;L'. ^fyrnhVl/. n-^f-;!/. s-T'f-;!/. t-:/f-;L'. n- 
'^y^/l/. -<y^>-^;K t-^y^;p. n-A.^ri^^l-^rf ^-^tj. E^fcJ;l>'^K^& 

[0160] 

[0161] 

ttixv^i.., G^yn^m.m'msMW. (gpcr) \t. mmm9MW.o-^^f£9^xx 
M^MmmmKm{f og^ vn^ 'm^^^'^^mAt^i^Lx , ^cdx:? x ^ ^ 

-tftf^f-g-o :i5';^7°^Kri)l.;<7->'^4^;l^^>' (mch) ^f-yrV-G^ 
y^N°^«*f5S^S#:SLC-l<7)|^fty^yFtl^£$fLTV^So mff. Shimomura 
et al., Biochetn. Biophys. Res. Commun. 261^. 622-26K(1999:^)#Bl„ 1 D . 

t LTi^ffl^S i i: *%$tL-C V^l. „ 
[0162] 

[z:mmk%.^-'^t^m^ti:ru^7.[zxmt-thym.'^^Kx^^h. mm,zmLx\t. i. eak 

er, Int. Rev. Cytol . 126^: 1-47H(1991) ;2. Baker, TEM 5^:120-126K(1994^fi) ;3. Na 
hon, Critical Rev. in Neurobiol 221^:221-262M(1994-^) ;4. Kniggeetal., Peptid 
es 18 (7)^:1095-10975 (1996^) #BS<, M:fe4>^^{±#;Mil5lifff COMC HCOfifJJi. Qu et 
al., Nature. 380^ : 243-2471: (1996^) J; i9S;^S^^TV^T. MCH(±. obX+V^ 

7.\<z^mhxoh/oh-:?^x<mm^^x:m\\,z^'^K. mMi'&h\iz^ mk<m 

IEiiL^C^'^XtIE?;?^:V'^Xc?)W:^T'MCHinRNA^,«i>6|,it*M$fLTV^ 
l>o ^Ji-t:. Rossi et al., Endocrinology 138^:351-355K(1997^) (Ci --TlgSSiX 

MCHti. a-m'=>}\mm\,zm-h^mzmm^\,z^m-hhm.'^^i\xv^h 

;Hiller et al . , Peptides 14^: 1-10H(1993^) ; Gonzalez et al. Peptides 17^:171- 
177M(19964f^);i3j;VSanchez et al.. Peptides 18^:3933-396^(1997^1^) #Hg„ Jpx.-r 
, 7^VV7.ifi. POMCmRNAl-A;;i^&iSftS— ^fjf. MC H MffifrTkTnMC H ( 
PPMCH) mRNA^^;t/^fiT$-&l>;t;^)^WJ?LTV^-g.; Presse et al., Endocri 
nology 131^: 1241-12505(1992^1^) „ X^fzfMX . MCH|±. X M^Xt^-T^RJE. $ 
J^t:S^i3j;l^'ffiSi6t:S^^Wttg^T^Kt L-CSA-t>-5^; Baker, int. Rev. Cytol 
. 126S:l-47H(1991^{i); Knigge et al.. Peptides 17^: 1063- 10735 ( 1996^1^) „ 
[0163] 
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mWl^zm^-t^mmmT^^tll ■. CriHon et al., Neuropeptides 31^:131-136^(1 

COMCHtWW;izX<mzm^'\ii:^-tZtm'mi'C\^h: Sakurai et al., Cell 92 
^:573-585M(1998)„ ^(^MmMTC^m C H mRN AVKiiH, y -/]-XU. X-tfcO^^ 
(r)2 4i^rStMzmtt ; Herve and Fellmann, Neurpeptides 31^ : 237-242H (1997^) ; 

Mtfi. MCncOmRNAUKjlCOmt^^iWJWki^izm^iflfz ; Bahjaoui-Bouhaddi et a 
1., Neuropeptides 24^g:251-258H(1994^), ^ "/ h<0mSS^MWL't6MCH<7)^:^ (Ro 
ssi et al., Endocrinology 138^:351-355H. (1997^)) ^^[Li^cMCHmRNAU' 
KiVtK mmitzoh/oh'?^XCr,nm'^X'liryr]y^^]y~'^By^tl (Qu et 
al., Nature 380^: 243-247H(1996^f^) ) , m:kMi5i.U'W.mmMcOiS:ri:^'tUri-y 
mWr7 ■■/ hmmT3XUi&T-tl (Sahu, Endocrinology 139^ :795-798H( 1998^) ) 

) m'co^^/v-=&y^mzm-i^co^^t,zi5\^x. ?(yy^ji-i-y^(Dmm^Ty^^'- 

XhkLXi^^LX^^^tM^htll; Ludwig et al.. Am. J. Physiol. Endocrinol. Met 

ab. 274^:E627-E633K. (1998^) „ mmz. itL^.c^Dr'-^'fi. x:t^;t'^Ws;^ yxfc 

^u^hu^^zMi-im^i7)m%'isiz}o{fi^m\t.Mcu(7)'&w\i^^LXi^x. mmnxt/ 
X h]yxmmm^.(n'imx-mm-tifz!>hiz. mc hs^*^ ixim-tmrnmit-^mio 
mmz^mm^tx\^i.._. 

[0164] 

miofzMzmtL\>\ mmmmm.ii. i immmm. x&mm. mmm^m. mmmM 

xv^nmmif-ti-! yx ij ymm-.. mwm'\!^.i^\m.nxm.mmmm'im ( p c 

[0165] 

'm.txm^^fiX\^i.mxn. MCH«l¥c7)-i-nyc7)±;5rS^^^{i. m4>*^' 

m§^z\m-ii<r){mi: ^ihxv^h . zKt^\±.. umiii.imw&m. nrnTumm^^ 

striato-and pal I idofugal ) BB^-^tj , ;Bittericourt et al., J. Comp. Neurol. 319 
^:218-245H(1992ii^)„ ^tl^m^mff^X. MCH«imi. ffi^TSSJl^^Stt^M 

m.w.9mmnif^mh->xuh^tif^hixx\^hJ-<~^y^/ymiiiiVJ^yi-yh 

[0166] 

\LYm\mmm\mzx-)X. mm:yyMcnmiSkm.i2 (i2q2 3-2 4) 

. :^;^O^MhMCH®iS^fe#c5 ( 5 q 1 2 — 1 3 ) tcSi^^j^lT » (Pedeutour et 
al . . 1994^) »ffil2q23-24ii. II SS^-feftffiffi/MlgffijaS^iraffi ( S C A 2 
) ;^JiV>yh°y^■'S^^■rv^|,J^t— i:t--l.:Auburger et al., Cytogenet. Cell. Genet. 61 
:252-256H(1992^j^); Twells et al., Cytogenet. Cell. Genet. 6m:262-265H(19 

^■■yx-St;M-ri>alfE^*\ JSl 2 q 2 3 — 2Al<Z-7'y\^y^^txXUh ; Craddock e 
t al.. Hum. Hoi. Genet. 2^. :1941-1943H, (1993^F) » ^ Ux-^jif{i:l^^^y-t?--f b 
mmm^iii,Uu<-yb-<Dyr^'J~<nmnm^z^ ^^im^oKh. 5-/ bi^it/h h 

(^mx'ff^Mc i{nm^<nm^iiXxfwmm^mf^9-yii-^io^h t . mc HitfE^Ji. 
scA2t/^{±ryx^fft:w-rssviii?it=sr'9 5i., mwm\^zt\z^ M\^^^mm 
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^tlXU^ ;Melki et al., Nature (London) 344^:767-7685(19904]^); Westbrook et 
al., Cytogenet. Cell. Genet. 6m:225-231K(19924f^) „ ^ ^Iz^ mcO^COUWtiZ X ^ 

. 3itcmn'»mm^m<7^m^m q 1 1 . 2-13. 3'\(7)wmxf/^Pf$tiXv^i sh 

errington et al., Nature (London) 336^:164-167H(1988^jF) ; Bassett et al., Lance 
t l^:799-80m(1988^); Gilliam et al., Genomics 5^:940-9441: (1989¥)„ MfSiO 

sf^i:j;'9. MCH!&i. wm'mB.iii.^mmm\>zii\^xm\^^'^hX'hbo^h 

if^^^flX\^h. 
[0167] 

Mc m-mt-^'>k<n^<m<nim.mmifi. m^^wm.-mm^titzM.cncnmmzx ^ 

ti^sVK m^'yyV (PM^ff) , i^fflM ^^z^ M C H m^^h j; \\ C 1 1 '\ 7 f 1^ fm^ 

^fi. zco^ui. ucmK ^mm0M^iiXxf/t.fz\immnmmmnzmH-L 

X^^^X'hbo ^f^TT^LX^^t ; Hervieu et al., Biology of Reduction 54^:1161-1 
172H, (1996^). «Mtuffitt5 (MPOA) ttzmtHm (VMN) t^Uffi^? 

il^:MCH{i:, yi-X(D'y ^vh(r)'MjW]^i:Mi^Xtz ; Gonzalez et al., Peptides 17^:171 
-177H(1996)^, i^^-Jl'^ fans $ iifz . IP^m^ ••/ htii, MCH{i. Hft 

JEM7|wL t> (LH) ftfii*.«L . ffiMCHtjLlllliSfj. LH&tfJ^PlWt/^ ; Gonzalez 
et al.. Neuroendocrinology 66^:254-262M(1997^) , MC HjBllJfif*M^|PiJ-*-^^rf 
S^raiOT/j'b. l#WmfiHLH±#(Ciiri,ieBg|Ifit|s|^§fLTl^S ; MacKenzie 
et al., Neuroendocrinology 39^ : 289-2951: (1984^) „ MCH(±. ACTHiiXX/:^^ 

> vi^y^^tiTm^^^jv^ y(r>mmz^wj^^tifim.^^tix^^i> . mc H^m 
xA.ii^A.com:xmm-th^hi,x^hti-^tLtv^j:\^. PTzm'^^'fjvxu. % 

im%m\^zmcw &}±A-ri> t , ^ v N fc- J:y;-^,/i.^ h(r>miiX\ *K<-^ h P 

x% , PTzm^m'^^zmh^^wmmwiizmz y-m^Lx 

\^hXhho^t'kmLX\^h ;Knigge and Wagner, Peptides 18^: 1095-1097H(1997 

^), MCH{±. %mimmmmi>zwM^mit^tifim:^iix\^h. yvhx\t 

, MCnmmi^ZX'O. SiJWIlIii^Gi^^0^M*3&^^m§^^ ; McBride et al.. Peptides 15 

^: 757-7591: (1994^) ; MzX^) , MCn^mW-TV^ d-XV^i. tm^HXtf/ 

tfzmm^zi'k^-j^mm'^'iittz^, ■mm<rm%wz\m%x<r)^^c d 9 ^mm 

. MCHMItttj;|,7KitMHMe (PAG) (r)m^j:nMM^z-i.mi^ixh , mk\z . 

MCH{±. 7\(.-'jtmw)mm^zmH-Lxv^hxhbd , micohhtv'y^zMcw^ i cv 
axt-^t. uiiK^Mi^jtMjnt^tEgLT. fw, -fv^i^m-m-ixx/^'j^mmz^ 

iW^th ;Parkes, J. Neuroendocrinol . 8^: 57-631 (19964p)<, BO^^MMtWMliZ 
MC\l1fi^^^hZb^m^LX\^mWi^mT~9hMz. dcog^Ji. MCH{±. Pi 

mmm^zi5\^x. m.-^^^tx9~'yx(n^immi<zmhhmm^j:^r^YX'hh^h^ 

[0168] 

m^mmmxu. MCHR l ry^3"rixbJ±m5'k:i>. ffid':)m*jJ;VV 

^^iK t Lxmmxi hzh amm^Ktz , mc h r i ry'^^=~7. v (±. a^wfflsf^ 

Saft^5^^^tAW§tLTV^i,„ htzfi^-^X. MCHRiry^:3-Xbi±. a off 
i3 J;y-/t ^cii^^^ff aS#^*5!&Tl&St--g.^v:*6tcSffl^^ C t ^i'Ti hi^^h Lfits: 

[0169] 

mc^m^i^im-t^fzi^c^ijmi^mLXii'o. ^ff^irmn. mfimmMcm^mi^r 
yf^-xhX'$)iit^mim^i:'im~t^fzMzw)]K(:m.x. mm^z^^-t^zt 
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mm. T^^mm. i-^y^ (genta) nmmmm. 'mm^. mmmm^w. m 
jfliji, mmm. ummw. -txE. ^&mm. mmmm. mmmm. n 

[0170] 

*^BJco*MWifiS. mmm-C-tk^^lZt^^T^. mn^. Remington's Pharma 
ceutical Sciences (Mack Pub. Co., Easton, PA, 1980^) KfaffiStLTl^S J; 0 S 

[0171] 
[0172] 

tfzummikm^A-XA) imi-mmii:Mmi. ^<^m. z<7^mmmi, wil 

x^^i. 

[0173] 

mfzimmmm imm. ^mm'jmm^tih^tfzmmm'^) m'&s&'^^bix 

^mmm^:ismmm^m±. mc u^mi^ry^d^-xht^tm^tix^^immm 

-mimx-mm^ ; t ^^x^ i. , '>^: < 1 1> i mco:^m^itPrm , mmtzimi^ 
Mioni^tmmmii'^^XK&A-'i^h^^^zh/i^xt^z. -^>^w\i'. ifi^m^x ftn^) 

ijki. mmcow\^x'-\-^i,zm^L. <k^^x\ 'm^x^i>zi±. ^ttzu^m^rmtLu 

[0174] 

mn&^mcominit/Ar^jixmi-hztii-x-^h. maik^mcomimmii. m 
X v/ki^- g y . 7mt fz mmmmmi5xu>-rt -y rcomh -^xxik. i>L<ii. 
mammmii. imm^z7iittd±immwj:mmmim^-^xwmfs.t^zt-^^x-^^^. 
m^.(omrh-^x^i^\ mmmifzmumL i^yk^mi {:kmiii^t£) . mism 

m\ mwj:-'<-( TJi-ifzitryrMz^mt. ztii$-i±'t^zt{zxKimmt&zt 
^^x-^i. zti(-d±. mmmmtifzisb<^mjx-x<mtix\^i^<(Dmw^j:i]W:<^ 

[0175] 

MCH^mi^ry^^-xhi. mimm'^mm.-^tLxmm-tim^iz^ zti 
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[0176] 

mmt(:imtfdmbiyii^. mmi^. ttzuzti^coM^m^T^^^^zki^z 

=Jt^^yttziir^h-hV)i^x}::(o4m\mmmtL\\ Mx.it. ( i 

, r;^^y±9,#JliS imnf. A)i>^2^i^. -^f^-^-^^-^i.M. A-y^Ais^f 
) axz/ry^t-^j^mt'comm^^^to^. it^m ( i ) ^mm^'^mxmt^ 
m^i^zii. wm imx.ii. um^. mm^. vymu. Mi\:^mmmb') ttimm 

[0177] 

I inmiz. >'^u^^>'}vm}L<^2m<^T^jmm<^>':m\m^Lx\^htiK z<d^ 

[0178] 

l-ft^^T-^fi^Mt^fi^oT. *^BHc7)^l:-^t^!j^i)gi^-ti,/i 
^mtL^x^mi. ztii^i<zm^^j:^^ifi. x^~j^i--3ii<z%m^tix\^hiTm^^ 

[0179] 

t-|>; tA^T-^l), UKcOlH, 3H-:3r-fy'';y-2, 4-^'7i-> (A) JaS^^ 
V , t /ittffll ^f^tc , V ^^ yyimnz J; D 2 , 4 - >VNn - ^^V U > ( B ) 

t^'^mt^Jy (POC I3 ) . (POBrg ) ^ y^^^S^-ftU > (PC 

I5 ) t^-kt-tih. iSSm. 3MTSy (*fi:L<{±. N, N-y-^yrnt:;i^x^;k 

ill>„ ItJl 0 0°C*^ii,2 0 or. t<{i*tl4 0°C*^^,18 0r<7)tEH 

T-?>l>o 2, 4-i^VNn-^-fyuy ( B) i?34-fiWNn^r>^^ ;fvSffiMiJ4'T-1Sa 
^fflUT. t/S(i;fflim:iaS/"cii2ar5y (HNRj a R2 b . R2 a Hi- 

t^'R2 b imtit nm^z-jm^fih ) xmKmzmmtt t . nm-th 4 -s«r 5 y # 

3n^tifiS!f^5 (c) isatdi. T)i:^')^mmW^ (»i L<(±. MK^bU^ 

f) ^fc(±3MTSy (ffa t<(i:, N, N-i^-f yrnb71/X^;l/TSy. bUx^;k 

rayifdiN-y^/i-^yp^^yy^f) ^^'^Sifis, ^^SttMdi, ffiar/i-^/i-r 
]Va-MW\ UTtLKii. yyy-/i^. xyy-/t/„ 2-7°nyty-/L't;^cii:7-yy- 
yk^f) , JL-TMmm {MtL<\±. TVy\^]^uyyy±tz\±'J^^^yti:'c) ± 
tzl±r^nm\{mL<\±. N. N-i^-y^;l/4^;l/ArSFi/i{il-y^;I/-h°ny 
i;y-2-^y=Srt') *^'#*tL§o RJ£Mi. *«jO°C*^/i>2 0 CC. L<{i*^?l 0 
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[0180] 

<k\^x\ ^tii. T-mmm'p. ^mim^x. ttzm^^ri^z. ^y^asfLTi^-g. 

'JT^y (R4 HN-A-NR5 p. R4 HN-A-NR5 PttmlEtlEgatc^S 

, y (d) iim^tih. umzi±^ r/i^^u^msmu ait 

im.TJl'^)]^Tf]^a~jum\ intKli. ^^J~}V^ x.^y~ju. 2-7°a^N° 

r5 V tfziii - ^i-fv-fnu =Jy- 2-yty^xb') i^^tti^. Kmi^&ii. 1^5 0 

°Cij^A. 2 0 or., L <lims 0 C>^'>o 1 5 0''CcOKBIfS)S o i<7)RJCG{i;, v-f 

}!g?ftf+T(.C^j;te-^- ^, C t h "C b I. li^.E I . i^^SMm><zm L/iftHW^rftilSii . Greene a 
nd Wuts, Protective Groups in Organic Synthesis, second edition, John Wiley & So 

ns. New Yorii, l99m:iB«^^^1:v^T. -?-i?)fSKi±. ^xmmLxmmttztifiX'^ 

[0181] 
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NH 



NR2.R2b 



R^HN-A-NRsP is 

^NRsP 



^-^Y^NRaP ^^Y^NRsP j^-^^'^NRsP 

^^v^NRjP ^'^v^NRjP ^^.snNRjP 

R^HN-^Y^ R^HN-^Np^ jfV^NR.P /WNR,P 

4HN,^^-. ^ NR5P R4HN„^^ 



R4HN 



[0182] 

:^?imi^zxmM(^Mm^i'Yvy (f-h) ^<7)Jtai?)tti^#: (e) co^tj, 

[0183] 

rsy (E) ^mmm^x'&itx)i-it-^=^!u (Ri soj c 1 ) joit/JsatsjiE 
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o°c. MtL<imo°c^-i^4 0'c<ommx'$>^. 

[0184] 

TSy (E) S^^Sffig^iJ^T, iSS&ffll^T. ^fcttffl^'^-rt;:. ^/Kt^^K (Ri C 
O2 H) i3j;VM7j<M^^iJtKtB§*St, 3|s:fg0H<7)iTffli?)rS F (G) H 
*»^lfiJlc{i:, y i/^' S K ( D C C ) . 1 -x^;l/- 3 - ( 3 - i^' 
^^;l^TSy7°nt;k) ;5r;l^4<i^'-f S KiMKffi (EDC ■ HC 1 ) . h U;^-h° 

nyi-V-4^>5.-i^AA.dr->?-7;l'^nyyK^ {PyBr oP) . O- (l-T^KyY 
hUry'-Zk-l--^;!^) -1, 1, 3, 3-Th5;<^;l/'>n::i'>AA,jfHf7;p:tnU 
(HATU) S/dil -;^^'nA.df;/;l'-3-;<^;l'*fy;?.^^>'-;;7;t^#V>f S 
h'*i#tfL-&o Jgatdi. 3«r5y L<{±. N, N-i-'-fvrntVI^x^/I^TS 

t') A%ifL^. j^^rJi^U±, l-hh'n^i/A^y^/hUrV-yl' (HOBT) . H 

o B T - 6 5 K -f /t. U xf-v- y t 1 - h K i/- 7 -TifXyy' 

hurv-zu (HOAT) ixmm-tizbi^T^i. Km&mn. m-2 

O'Ct^^ 5 0°C. iTt L < i±*^n C/j^i?. 4 0°Cc7)|Ellf*.S.. 
[0185] 

C)L<i±. *^HJi;:«c7jrs F (G) i±, WiU^im {R^ COC 1 ) hXlfUm^T^ 

N, N->>'^ V7°ntVFxf-;I/rSy, h'Jxf-/FT5yS?t{±N-;^^;l^^;l^d^|jy^ 

^unyi^y. i^9r3UJL9y±tz\i'^um^.}VJ^tj:}£) ^ x-r;Ht?^J (©S L<(± 
, Tb7t Fn77yt/Si4S/^^-»fy) , TSFJim (»tt<{4. N. N-i>';'<f-/^ 

S^lSo KJ£?aS(i, m- 2 0-03^^5 OX., i^t l<im0XPh4 OX(r>mmThh 

[0186] 

iOTsy (H) m^^ti?>. Mimiu^. T)V:^o^mT)v^-^j^yiim^m {mL< 

L<ii, 7l^«^ty-^y7■^;^r;^S-^i.) „ ^^yy.. i^T/V^/Vt'yy iiJtKii 

. i^--^yTs;i/d^-^y) , TJVA'j±mhOT)u^)ut^^m7mim {MtL<i±. 

il'fbhUx^ykT^^iSU^^A) ^ffiffiMiJta. x-r/l^KMiJ (»t L 

<(i, ^hyhVnyyyifdt'J^^^y) itzitj^mmmm (UtLKli. h;kxy 
^jf) *i^tixl.„ HjKSKli. 7 8°CA^ii> 2 0 0°C. MtL<l±^5 OXi)^^ 1 2 

[0187] 

{jL<\±. ^^wmzxmm(^Tiy (H) a. r-^m^wx\ m^mv^x. ttz\± 

fflv^^t:, ryPrhF (Ri CHO) j3j;l>'3l7uMI:ffiMLTji7cWrsy'fl:RJtBt:J:i9 
itf b 'J '^i. . :^ '^*S'ft^ h y "^A 4 /c(44^"^ y - b° y vy|g#:. 1ff4L<tthyT-fe 
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ii^«My {MtL<l±. b/l-xy^f) Mi. {tJt.L<\i. 

^mttzmm) ttzn-^mm (#iL<a. pit) t^-^ttih. u.mmM. m-20 

"Cz&^A, 1 2 0°C. L<(±*^0°CA^i^l 0 0°C<;DtlfflT'l)^o >lcD^JtESr. ^-f^'njg 

[0188] 
X^-A2 
[^bl8] 




h 5> > x - 4 - 7 s y y - V- y u'v^-if^ /i -t- > flsyjr 5 y ^ , t - 7>;i-7^fn /s' 

^^j^mmzi^. r^y>^z^ifz. ^<7^r^yb. x^-M.iX'-^WL^fitz^i-v^jy 
#fS(c) ti:f}-yr^)yy^^hh. 2, A-i^mmr^j^i-v'uytim^iih. b 
o cXtoMra&stJ; Off a fc, St ( I ) ^o-fi:^M#^>^is. 

[0190] 
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k^v.^NHj ^ l^.„^NHBoc 2)NaBH4 1^.,^ 



1)TsCI ^ I 

3)LiAIH4 i^^v^/NHBoc i,-j-f>r^V ^-^^ n"*^ N ""V^ 



[0191] 

Jj!c{±WO0 1/7 27 1 0m,Z=m^tlX\^h. "m^tlX^^ti^X- (4-7Sy^^;k 

ji; (K) <7)'ft^i:-^-i.cii::i»Jr#i.o 

[0192] 

[-(1:120] 



^^^^COjH l)SOCl2,MeOH (•'"'^N^OI 




(K) 



[0193] 

[4- ( 2-rSy-x-f;l.) -ix^cf-^^J^/H -;^r;k'S-5>'|gt-7'>;l'XX-f/t'£7) 

(c) t&;!?'/Tuy:^'-§-tJ:§t, 2, A-=jmmriy^i'V'')ym%hfih. zmco 

[0194] 
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(L) 

[0195] 

^s■syMx;^T;^ (M) ^z^ll. zmffM^miTHmmTtlzX'ond T^ytm^ 
fi^, IcDT^yi. :^^~J^3(7)1jmi,zm\\ sS; (N) co^t-^miz^ti>. 
[0196] 

um2] 



l^-Y^ 1)(Boc)20 ^^^'^''Sj,'^ Hi, Pd-C HjN^^^ 

k^'V/NHj 2)DPPA;BnOH * L^.,,/NHBoc " L_Jv,^ 




[0197] 

5t (O) <7)it^mi. XJf-A6tCiE«§^lTV>S5t (M) iD-fL-^^^i^. X^-A7 

[0198] 
[-ftm] 




(0» 



[0199] 
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(Q) crMt-^mi. X^~J^8lZ7p^tiZ^^^X5^zmmt^^tii-X'^l. WOO 
1/7 27 1 O-^tlESStLTV^I. [4- {Kyi^jl^^>':f})V}r^-)Ur^/-^i-/V) 

V\ 5^ (Q) c^-fb^tc^^dfc^'-c-^s, 
[0200] 



3)LiAIH4 aocHN^^ 



NRa.R2b 



[0201] 

yKxxT;^t LTf*at-|>o ;c?)^;w#>g$ (R) ^, *ttTy^-Tt- J; ig-^K 
#^,ix«.„ ^cDT^yt. x^-J^itnmiz-^f&^tifz^i-v'uy^m ic) 

[0202] 
[^tl25] 



iCONHj 



K ^ ^coNH, (C) rfV^N r^' 

I 

NR2.R2b 



[0203] 

jf: (T) (/^{t^mM. X^-A8tCiBa§tlTV^I.if; (P) ^^-Al 
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[0204] 
X^-Al 0 




(T) 



[0205] 

hKli. ^ (T) iO-fli-^^S, x^-Al l^ZTsk^iiX^-^^ Xomm-t^^bhT 
x^-A9tiEtl§tL-cv^i.r5 H (s) ^jItcLt. rsvi^^i.^ rcorsy 

i4. X^-A3t0:^»\ St (T) <D^t-^l>Z^^^bti^T^^. 
[0206] 
X^-Al 1 




[0207] 

COhyyX-iyi^U^^-fy- 1 , 4--JT^ycO=tyU.Ml±. Synthetic communicatio 
ns, 20^. 2559-2564H(1990^)tCfaKSiX-Cl^l.:^ffitCj;i9tfaci:*iT#«.„ jfj (V 

[0208] 

X^Jf- Al 2 
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,\NHBoc 



^^^^^^ (BoQ^O^ ^.v^NHBoo (C) (Ty^N 



(V) 

[0209] 

-^m (w) if^ni^til. jf: (X) <7)^t^!|^A.co^ji(±^ >^^-i.3^o:^rSH^^v^^T5>rt 

[0210] 

X=3f-Al 3 
[^tl29] 

.COjH ppp^ ^^\jtNHZ i)Hj,Pd-C 



.fj' J ;BnOH' zHN*^ 



[0211] 

ijL<l±.^ (W) Ojb^!fl3&. X^-A14t:^§tLTV^-& j;5^;ii^-r'SCi:tT•■ 
[0212] 

X^-Al 4 
[■fkl30] 

^'--Y*'^°=" DPPA ^.-^NUZ H2, Pd-C ^.'^NH, 

[0213] 

) „ 

[0214] 
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if) 



[0215] 

^ (A' ) (r)it^mi. x^-j^iet.z^^Kx^-^hXd^zmm'tt^itiin'^t. m 
lii^4-rsy^^;i/-7x-;wrsy(o^yf*a^. ^^/i-*;/) (Boc ) 2 0^15^ 
LXffot. ^y-t-7'^7i/^;i/A-5yitxxf-7i^ (z) ;6>fi^ixl., dc^rsy^, 

X:Sf-A3cO^&t|^V\ 5^ (A' ) cO'ft-^W:-r'&Ci:3&^-C#-&. 
[0216] 
Xdf- Al 6 
[-(1:132] 

NR29R21, 

rr"^=Y^NHj (Boc);0 rpY^NHBoc [T'^''^^ ff^V^^ 

H 

(Z| 



NR2.R2h 




(A-) 



[0217] 

(B' ) ^it-^mii. x^~2^i e^zmm^tiX^^i^ (z) c^{i:-^>{)^a,. 
\ 5^ ( B ■ ) (oit-^mi^z-th >! t h . 

[0218] 

^^-Al 7 
[-flil33] 




[0219] 
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[0220] 
X^-Al 8 




[0221] 

S:. Synthetic communications, 22^. 2357-2360H(1992iF)t:ia«SilT I. >^:ta^(:J: 

[0222] 
[-(LBS] 




(E') 



[0223] 

5t (F' ) O-fL^^Wi, X^~l.l9^zmm^tLX^^l^ (D' ) (TJ^t-^ft^n^, 

-J^2 0l,z7^^i^x^^hx^^zmm•tl^t^}^x'^l. ^(d- ) coit^^. x^-j^ 
5 <^i]mi>zm\ 5t { F ' ) (n^t^mi,z^i ; t *^T'g= s o 

[0224] 




[0225] 
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-A 2 1 ) „ 
[0226] 
X^-A2 1 

aNR2.R2b NRj^Rjt 
(C) [fV^N r^NBn H;,Pd(0H)2 ^ fT^T'^^'^ r^"^ 

H h 
(6-) 



[0227] 

l-Ky'J/V- t^y - 4 - ^ /I r 5 > 5 > -i- , t - ^'-f/l-^/l^A' 5 y^x 
xf■7^ t LTf*il-r s . Ky i^ivmcrMimiy^mmmzX o a t , r s yrn^^ii^ 

[0228] 
X^-A2 2 
[-ftlSS] 



aNHj 1)(B0C)2O 
2) Hi, PCI(0H)2 ' 



HN^ 



(HI 

[0229] 

{ r ) ^it-^mii. m^mmtLx-^mcoifviu iyy-s j]^-:^j\^j^^ymt 

■C-#l= (X^-A2 3) . 
[0230] 
Xdf-A2 3 



[0231] 

tL<{±. :^WmzXmm<^XfVt^yT^¥ (f) . if^i<^T5K (g) iJltXffffi 

uy-tfs (c) ^^c-Mm, ^f^-ti. zm'yrvy^'i. r^mmm^Timim\>^x 
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[0232] 
X^-A2 4 
[^tl40] 




[0233] 

SO2 c 1 ) tRjS§-^l.t, xjVT}r^yr^¥i^%ih>iih. ^<n:^)VTf^ymi. jg-^BS* 

^%m^Zi.mM(^X)V^.yriY (K' ) 

[0234] 

;^^-A2 5 

[■fki4i] 



~7Jui>r5Kft* k-^'v^'^-s'"' Z)NH40H \^'V 



o o 



[0235] 
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(L' ) (TMt^m^. 2i,zmm^tix^^m (u) co^t^i)-^. 
)v (Ri SO2 c 1 ) tKje§-tti,t. 7.)Vit^yr^Ym^^Kh, BocScoma^ 

yi-fS (C) t^^vryy^^S-frSfc. :*:^BJl:j;^ifffl(7)x;^d^yr5 F (L' ) if 
[0236] 

[-(1:142] 



[0237] 

[0238] 
[M] 

(m cf'b 



NR2.RJI, 



[0239] 

[0240] 

X=^-A28 
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Orx O*"' 

H 

IN') 

[0241] 

xv^l^ (z) c^'ft-^w^^>lfflS-r^^t*^"T-l=-&„ T-'jy (z) ^^/WTfryig (r^ 
CO2 H) tJKJE§ii-i>>, Ts F*^f#i'.iii>. ^ocm<^mm^im\zxmiot. r 
^ytm(:^fih. Z(7^r^yb. xdf-Ai«j;dtc-^fi!c§tL/i^^v-|jy#'fS (c) t 
&^ yruy^-§-ti:l.t. *^Hjt;j;|,iflii7)x;k4^yrSF (o' ) t>m^fih, 
[0242] 

[-(1:145] 




[0243] 

=^-Al ST-'-^JiScSixfcTSy (W) T;kTbK (R^ CHO) (C J; 0 BtuB^T 5 ,/ 

iffficoTSy (P' ) ^^tfi^ixs, 

[0244] 
[^tl46] 



^^-^^^2 R,CHO -.--^v^N^Ri ^ ^'"-^N. 




(P'l 
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[0245] 

X^-A3 ^KDQti^^l I I mi-^^WM<D'it-^^ (Q' ) (Dmmi^-LX 

(Q' ) tmt-^fih. 

[0246] 
X^-A3 1 




(Q) 



[0247] 
[0248] 

1 H N M R : ruY ymmMM%x^'7 v )v 
Ac OH: mm 

APCI : :^mJ±^t!^-^^Wk 
(Boc)20: ZMm=J-t-^-f-}V 
BuLi : 

BuOH: y'^/-)V 

C a C 1 2 : UitAJViy^yi. 
CDCI3: m.y\(.mit^ 

CF3CO2H: V'}y)V-^uWW. 

CH2 C 1 2 : -J^r3U:><9y 
CHC 1 3 : 9r3X3Ti-^)VJ^ 

c I : it^m^^yit 
c u c 1 : mm ( I ) 

D 2 O : m.7\<. 

DMAP : A-'J:<^}Vri/\i^)'Jy 

DMF : N, N ^;l/;J^;I/Ar 5 K 

D M S O : -J A i-)VX)Vt^^ 1/ Y 

E D C : 1 - ( 3 - i^V ^;Ur 5 7 7°n hVU ) - 3 -X^/t';i?;l/;}^ i^^ 5 YWm. 

ESI: xp-^'baxrU'— ^>r>"ft; 

E t 2 O : ^^X^/l-X-r;!/ 
E t O A c : SKx^;t/XXr/l/ 
EtOH: X^'y-;!/ 
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H2 SO4 : mm 

HATU : O- il-r-fKyV'hVrV'-lV-l-^Il') -N, N, N' . N' - 
T N 5 ^ ^/l^'^ n ^i'^ A -^^■»?-7;k:t n 7 ^ X 7 X — h 

HCHO: ^^/L-AT/lz-f b F 
HC 1 : Mit^m 

HO At : l-hYx=t^>'-7-T^KyY}'VTY~Ji' 
HOBt: i^KyV' h U TY-ZV 

HPLC: mmmi^:^n'7hifyy ^~ 

K2 CO3 : MM^y^A 
KHSO4 : Mi^K^y^A 
Me 2 NH : ^/kT S V 

MeNHj : ^^/L-TSy 
MeOH: ^^'y-;!/ 

Mgso4 : mm-^y^-i^'yj^ 

Na2 CO3 : ^^-?-hU^A 

Na2 SO4 ■ 1 OH2 O : mMi-h'J^J^+Tiimm 

NaBH(0Ac)3 : b U T-fe h ^> U '^i. 

NaBHgCN: v-T /^'^/K^-fb^ h 'J 

NaBH4 : 4^'>7j<*{k-f h U '^A 

NaHC03 : MK^KS-^ h U 

NaN3 : T i^'-fl^-^- h 'J '^A 

NaNOj : SiK^hU'^A 

P d { O H ) 2 : 'J^J^ 

Pd/C: ^N°7^'^A^« 

POC 1 3 : mtt^Xt^'J/V 

PVP: *fU (4-h"ri;I/h°Ui>>) 

PyBr oP : b UX-h°^lJ>>V*::?^4^-'>AA.Jf^^^7;^:t^*;X7x- 



SO 


c 1 2 : mt^yr->i 


t- 


BuOH: t-7":7y-;l/ 


TF 


A : h y 7;^vr^@t:@s 


TH 


F : fhyhVvjyyy 


ws 


C : 7j<?§'l4^;t'.t;V^ 5 K 


zc 


1: Kyi>'}l:^^iy^JV:f^-}l^X3UV 


s : 


I mm 


d : 


2 mm 


t : 


3 MM 


q : 


4mm 


d d 


■ 2S2SII 


dt 


: 2a3aii 


dd 


d : 2M2a2aiI 


b r 


s : JSfSlfilM 


m : 


mm 


J : 




Hz 


: ^;t/7 



mmA ■ 7Kc^co 0 . 0 5 0 %T F A. 

mMB : r-bh-bU/L'Cf'COO. 0 3 5%TFA. 
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[0249] 

mmmi 




d"b 



{4- [ {4->';>(i-}VT^y-^i-YVy-2--^ fVT 

^^yr^Y 

[0250] 

lH-^^y"Uy-2, A-'Jty {l5Gs. 9 2 Smmo l ) t7)POC l 3 (54 
9mL, 5. 89mo \) WiWMZ. 'Jy^f-lV-y x.-)V-Tiy {I23ml.^ 96 2 
mmo 1 ) ^Jn;t^c. ^Oit^t-^ft^, jMsfiTt^Vltram^PL. i^SIL;^^. IgM^**^^ 

#\ *Ji&. cHcig-cftaiLi^c (30) , ^;b^^/i^rill■&. Mgso4±-cigss 

CHC 1 3 *^A,CHC 1 3 4jc?)1 0%E t OAc ) iciOII^-f l>i:, 2, 4-i^':^nn 

--^-^vu > ( 1 5 9 g. 8 6%) mm^('mw.t ixn^^tifz, 

CI MS i/e 199, ; NMR (300 MHz, CDCI3) 5 8.27 (dt, J = 8.3. 1.1 Hz, 1 H) , 7 
.95-8.04 (m, 2 H), 7.71-7.81 (m, 1 H). 
[0251] 

2, 4-i/'^'nn-^-:>-VUy (102g. 53 0mmo 1 ) (DTWF (1. 2L) 
4r(;:J^I|JL, 50%Me2 NH7]qg?g ( 1 39mL. 1. 3 3mol)&3D;i/i 

tt (pH = 9) (cL, 7j<Ji* , CHC 1 3 xmL^c (30) . Mg 
S04±t«S^i:, ri^L, «®!t^£. ^dfifyp^(7)5 0%Et2 0(2 5 

OmL) tHiSS-ti:. S?ST3 0^PBimifL/S» l DEIfr&m*^). A,ar1^ytt^^05 

0%Et2Om?fL. 8 0°C-C-|g^S*Sfc. ( 2-^'nn-^:>-rUy-4— f;l^) 

- yy ^/i—r s y ( 1 0 4 g . 94%) mm^<^mwh LxnMz. 

ESI MS m/e 207, M+ ; iH NMR (300 MHz, CDCl3)6- 8.00 (d, J = 8.4 Hz, 1 H) , 7.73- 

7.78 (m, 2 H), 7.68 (ddd, J = 8.4, 6.9, 1.4 Hz, 1 H), 3.41 (s, 6 H). 
[0252] 

^^yAfVt^ymco^& 

hyyx-4-T^yjii-)l'->'^vi^^-ty:^f\yt^yM ( 1 50g. 9 54mmo I 
)C01. 3 2M7m-iti-h>)^~Lyi(.mm (7 5 0mL) mm^^. t-BuOH(1680 

mL) tiXU (Boc)20(215g. 9 8 5mm o 1 ) iMltz. S 

i^Tismmmnttz.. zcrMmiPt^^mz. h^o (2. sl) ^jd^, 5°c(c?^apL^c 

o 7j<ii&, ISWKHS04 7KiW?gTM (pH = 3 ) tcL. EtOAc-C-fttilL/:: (30 

) „ -^:b-^fc*sJi&. mmNaucosykmrnaiifyy-f yx-m^L. Mgso4± 

ivif--)vr^y-y^iv) -'yyu^^^ytjvif^ymkx^'i^. 6 7%) *-'a-fe<7)ia 

^}i\^X%i-Ad-z.. 

ESI MS m/e 280, M + Na+ ; iH NMR (300 MHz, CDClg)^- 4.60 (brs, 1 H) , 2.98 (t, J 
= 6.3 Hz. 2 H), 2.19-2.33 (m, 1 H), 1.99-2.11 (m, 2 H), 1.77-1.90 (m, 2 H). 1.44 
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(s, 9 H), 1.34-1.52 (m, 3 H), 0.86-1.05 (m, 2 H). 
[0253] 

hyyx-4- (t-7'^^>'^;^di-;^rsy-.;^^;^) -^-^n^^vy-Aiv^^ 

yS(155g. 603mmol)c7)CH2Cl2 (1- 35L) SjS?ISr - 6 5°CtC?1^ 
aiL, hUX^/l^TSy ( 1 26mL. 9 0 Ammo I ) }3i.t/'^'on^J:i-)V {5 8 
mL, 7 5 Immo 1 ) cDCHg C 1 2 ( 2 0 OmL) 6 O'ClilTTHDi-i^Co K 

jEM-^itU^ Or-C-5 0:J^P^JSJf Lito MftKH SO4 TK^JSmffi ( p H= 3 

) izL^ TKii&CHC 1 3 X-mUiLfz (30) „ -^>b-ii:;^c^r^ii&. ISWNas CO3 tK 

-^;l^*i'f#A,tl/i:o icOyr-^'7t/<7)THF (1. 5L)i#/S5r, - 6 5°CtJi^iPL, NaBH 
4 (26. 6g. 7 0 3mmo 1 ) ^3J;t'^■MeOH (45mL) i:Mttl. ^-"^^^-4 

(PH = 3) {ZL. 7f<ii&. EtOAcT-tttiJL/i (30) „ ^h^fz^M^. IS^ON 

7^-yi^A^'nvh^?'57.^- (i/U;^f^^";P. CHC 1 3 cf^cOl 7%MeOH) t J; Dffl 

t -7'f■;^x;^T^^ { 1 2 3 g . 8 4%) ;6^'afec7)|51#:i: LTtt^tL;^^, 

ESI MS m/e 266, M + Na+ ; iH NMR (300 MHz, CDCls)^- 4.59 (brs, 1 H), 3.46 (d, J 

= 6.4 Hz, 2 H), 2.98 (t, J = 6.3 Hz, 2 H), 1.75-1.94 (m, 4 H), 1.45 (s, 9 H), 1. 

24- 1.70 (m, 3 H), 0.81-1.12 (m, 4 H). 
[0254] 

;^x;^.T;^ ( 1 23g. 5 0 5mmo 1 ) c7)b°Ui^> ( 1 L) 'MW.^ A'at^^L . mt 
p-b/kxy;^;;!/^^-;!^ (125g. 657mmol) <5^trUi^> (200ml ) mW.^: 
1 0°COTTDD;t3t. M^T'l Sl^raSffL. EtOAcfcJ;?/ 

H2 Oti§;^)^Lfcf*(:, ^ai**iit/i, EtOAc-Cmt (30) , 

^fzMmm ^ H 2 o -^-sm l , m g s o 4 ±T-igs $ it, r^i l , ««^i> t , i^^i^ 

i^^)Vm%^tltz. JW)\3M¥ (1. 6L) NaNg (98. 8g, 1 

. 5 2 mo 1 ) ^Mz.fz.. u.mRmwm^x-iAnfmn^^ , mmLtz. chc 1 3 ^ 
it/'iawNaHcog 7\mmzmi)^LtdMz^ mm^iMtLfz,. ym^. chc 1 3 t 
tttiiL (30) . ^h^fz-^mm^u^so^ixMm^. riit. ii^t, 

(i^'J;^^^VK ^^^y^(r)ll%EtOAc) \<zi.mmtt}i 
, h^y;^- (4-r>>■K^^;^-i^^?^^^>';^^^;^) -:^}V^^^ymt-^^}V3i 

Xf)V ( 1 2 4 g . 9 1%) ^m^(0:^^}l-b lX%i^tltz, 

ESI MS m/e 291, M + Na+ ; iH NMR (300 MHz, CdC^) d 4.59 (brs, 1 H) , 3.13 (d, J 
= 6.5 Hz, 2 H), 2.98 (t, J = 6.4 Hz, 2 H), 1.70-1.90 (m, 4 H), 1.44 (s, 9 H), 1. 

25- 1.65 (ill, 2 H), 0.87-1.07 (m, 4 H). 
[0255] 

X'ryrF : hyyx- (A-r^y^i~fl—i^9v3^^i^fl:<^)V) -:^)lJ<^y 
7mitr/l^-^J^Vi-^J^ (2. 7 6g. 72. 6mmo I ) COTHF (22 5mL 

;I/^'^'S>'i|t-7"^;I/XXT7l/ ( 1 5. Og. 5 5. 9mmo 1 ) <7)THF ( 7 5mL) 

\mm\mmA^xmjz. rjkm-^^. afiT-6i§isj«f#L/i„ sje^. Na2 so 

4 ■ 1 OH2 O-cm^it. ^v^°>y FTiFiiL. llffiL/i., ^^^yv-^ 

^'n-?hi?'"^7-i'- (>''J;^'y;k. CHC 1 3 tfeO 5 0%Me OH ) TWM-t'S t . 
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(12. 3 g . 91%) mm^m^ ivt Lxni^tifz. 

ESI MS m/e 243, M + ; iH NMR (300 MHz, CDCI3) d A.60 (brs, 1 H), 2.97 (t, J = 
6.3 Hz, 2 H), 2.53 (d, J = 6.4 Hz, 2 H), 1.70-1.92 (m, 4 H), 1.44 (s, 9 H) , 1.0 

8-1.54 (m, 4 H), 0.81-1.02 (m, 4 H). 
[0256] 

Xr-yTG: b^yx- {4- [ ( 4 -i^"^^;t/T5 7-=3f ^Y' 'J 2 — f it-T S 
/) -^^;H -i^^'n^^^;!/^^;!/} -;i?;l/A-sy^t-7"f-;I/XXx;l'CD-^jj!t 

(2-i5'nn-^^y"yy-4— <;l/) -i/^^;l--TSy ( 1 5. 2g. 7 3. 3m 
mo 1 ) tsxx/hyyx- {A-r^y^i-jv-i^^u^^iyfV^i-ji,} -:^jw^^ym 

t-^i'jVJiX'flV {\A. 8g. 61. Ommo 1 ) >&^i^^:§2-7°nyiy-;K8 0 

mL) ^Ji^^i^tr^js, mKf>.zAnmmnL. MWNaHcog 7i<m:ar, 7j<jisrc 
Hc 1 3 t-aaiL^c (30) „ ^fcii:/t^ffiJi<^Mgso4 jtxm^m^. r3SL. sk 

7 7-y^-A^nvh^-^7.<- (NH->-U^^r>^ ^^■»?-ycj3c7)3 3%EtOAc 

) t:j;D»^-r-g.fc. h^y;?.- {4- [ (4->>■.x^;^7sy-^:^y■y>'-2->f;^ 

. 4 g . 8 1%) mm.-^<r)mw.h Lxn^titz. 

ESI MS m/e 414, M + ; iR NMR (300 MHz, CDCI3) 5 7.81 (d, J = 8.2 Hz, 1 H), 7. 
40-7.52 (m, 2 H), 6.98-7.06 (m, 1 H), 4.93 (brs, 1 H). 4.59 (brs, 1 H). 3.35 (t, 

J = 6.2 Hz, 2 H), 3.26 (s, 6 H), 2.97 (t, J = 6.2 Hz, 2H), 1.72-1.95 (m, 4H), 1 
.44 (s, 9H), 1.30-1.62 (m, 2H) , 0.84-1.12 (m, 4H). 

[0257] 

Xrv7°H: h^>'X-4-7'n^:-N- {4- [ {A-'J^^)VT^ J -^i-V) 

-Ky^yxjv-^^yr^ mi§fSco-^f£ 

Y'yyT.- {4- [ U-'y^i-)V7iJ-^i-V')y-2-A)VriJ) -^f-/^] 
i^^u^^i^iV^^JV) -i}}Vf'^iym.t-7'^}VJiX'flV {3. 84g. 9. 28mm 
o 1 ) <7)EtOAc (50mL) EtOAc (38mL) C04 MiOJ^-fbK* 

icri[a#:(73C H2 CI 2 ( 5 0 mL) SSMt::. 'J^ VrnhVl^X^/L-ra > (6.46 
mL, 3 7. Immo 1 ) iMlfz.. CiOiFc-^^filSr 4"CK'^iPL , }fflfb4 2 - 
hy7;t/^n;< hdry-^y-1fyX;L7^JZ;t/ ( 3. 31g.9. TSmmoUiOCHj 

CI 2 ( 1 omL ) sTjOTT-tD/:/-, u.mf^i^mi A'cv 1 . 5nw\mmtz... 

MfnNaHCOg 7|Q§i«f#±§-ti:fc, 7j<;i&CHC 1 3 T-ttttit^C (3 0) , 

7^- (NH-i/U;^^Vk, ^^-9->'4'c0 2 0%EtOAc) I: j; DWl^t"!. fc . 
;^-4-7n^-N- {4- [ {A-i^^^)V7^J-^^V'\)y-2-^)Vr^J) - 

K(3. 45g, 60%) mm^<m^t Lxme-^titz, 

ESI MS m/e 616, M + ; iH NMR (300 MHz, CDCI3) <3- 7.89 (d, J = 8.9 Hz, 1 H), 7. 
81 (d, J = 7.6 Hz, 1 H), 7.35-7.61 (m, 4 H), 7.02 (t, J = 6.8 Hz, 1 H), 4.96 (br 
s, 1 H), 3.35 (t, J = 6.1 Hz, 2 H), 3.26 (s, 6 H), 2.79 (d, J = 6.7 Hz, 2 H), 1. 
32-1.98 (m, 6 H), 0.72-1.12 (m, 4 H). 
[0258] 

mm2 
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.Br 



^5>'x-4-7■^^-N- {4 [ (4->>';^-?~;i^r5y-=^-fyyy-2--f;i^rs 
y) -^i-jvi -i/^u^^i^)VM')V] -2-h^}y)V^'ay<V^i^-Ky-^y:x.)V;i-s 

[0259] 

XxvTA: h5>-X-4-7'n^:-N- {4- [ {A-'J^i-}VT^ J -^i-V'^) 

y-2-4)VT^J) -^'^nA,dr;/;t'^^;i'} - 2 - h U 7;l'^n;< ^^;/' 

^lfe^JltO>!;x>y7°HTf#^ii/;h^yy?,-4-7'nt-N- {4- [ {A-'J^^)V 

y)VyfXiy<V^i^-Ky-\iyX)Vt^yT^Y {3. 45g. 5. 61mmol)(^EtO 
Ac ( 1 OOmL) mWL^M^JcX'^ML. EtOAc (1.6 6mL) «504 MCOJ^^t 

Et2 oc^^l 6%EtOHj!)^/i>B^fa$-ti:. «ETtc^*i$-»tl.fc. h^yx 
-4-7'n^ N 14 L (4->^^yf-;l.T5y-^-fVUy-2--^/l^TSy ) -y 

imm ( 2 . 7 6 g , 7 5%) ifi^^cTim^h LXmhtlfz. 

ESI MS m/e 616, M + ; iH NMR (300 MHz, CDCI3) (J 13.50 (brs, IH), 8.42 (t, J = 
6.0 Hz, 1 H), 7.86-7.94 (m, 2 H), 7.51-7.68 (m, 4H), 7.21-7.28 (m, 1 H), 4.83 ( 
d, J = 6.4 Hz, 1 H), 3.51 (s, 6 H), 3.35 (t, J = 6.0 Hz, 2H), 2.78 (t, J = 6.4 H 
z, 2H), 1.73-1.95 (m, 4H), 1.35-1.65 (m, 2H), 0.81-1.12 (m, 4H) . 
[0260] 




hyyx-A-y'r3=t-n- (4- [ {A-i^><i-}VT^J-^i-^/^)y-2-A]VT 
Sy) -i^-^u^^i^jV) - 2-V^)ymu^V^'y-Ky^yx)Vt^yr 

5 H 
[0261] 

xf-vTA: h^yx- [4- {t-y'\-^yA)Vir^-!Vr^J-:>>'^!V) -i>^n 

y ] - X? >V} 5 ym< y >^";i/xx t^/i^^o-^iS; 

h^yX-4-75y.X^;t^-i^^n^^->fy;i?;k;i^>|g ( 1 5. Og. 9 5. 4mm 
ol)<7)CHCl3 (150mL)@M:, 1 M^Ttc^-ft:?- b U '^ATlcfgJS ( 1 5 0 m 

L) ijiy;- (Boc) 20(21. 9g. 1 oommo 1 ) -^mmLxnuz. Kmwi^ 
m^kmsrci snmmnL^ chc 1 3 ty^h^mi^zmiLtz. Tkii^. ii^nKHso4 
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Amm (PH=3) T-Mkt. cHc 1 3 -muiLtz om) . ^h^fzm.mi. y 
y^yx-mL. Mgso4±-c-is^s-fr. r'ML. ^^ht. &^<7)mwm^htifz 

„ :i(nmWxr>Ky^y (7 5mL) SMMt:. T'J^VJyM (phosphorazidic acid) =J 
7x-;I/XXt;1^ ( 1 6. 2g. 58. 9mmo 1 ) fcil^^'bUx^/t/TSy ( 5. 94 

g. 5 8. 7mm o 1 ) ^:Mx.fz. mmT^zsmmmnifz (a:}^Lv^ 

^*MJE) o KyiyjUTJUa-Jl- (6. 65g. 61. 5mmol) MJiEiFe-^tr^a 
*i^ML^c„ /Kii^EtOAcT-ttaiL (20) . ■^h'ttz^mMi IMcDKHSO^ 7k 

mm. imNa.Hcos7mmi5Xv^y'y4yx'm.mL. Mgso4±-c-igjs§ii:. 

[ 4 - ( t - 7> ^ yiDV^s n/i r 5 y - ^/t ) -i^9vi^^iy}V^ -~ij}V)<>^ VW^ 
yy;^xXT;^ (17. 4 g . 5 0%) ;&>efec7)|l#;t LTtf^^IJt, 
ESI MS m/e 385, M + Na+ ; iH NMR (300 MHz, CDClg)^- 7.22-7.41 (m, 5 H), 5.09 (s, 

2 H), 4.20-4.68 (m, 2 H), 3.23-3.60 (m, 1 H), 2.96 (t, 2 H, J = 6.4 Hz), 1.62-2 
.18 (m, 4 H), 1.44 (s, 9 H), 1.30-1.60 (m. 1 H), 0.90-1.23 (m, 4 H). 

[0262] 

h^y;^- [4- (t-7'>^>';i?;l/#-;l/r5y-;<^;l^) -i^^n^Jf x;!/] 
-'t/A"SyK^yi^>XXf-;P (4. OOg. ll. Ommo l ) (7)E t OAc (4 OmL 
) mWmz. EtOAc ( 1 OmL) (7)4 M(7)J^^bJ<SS:jDX./i, i . 
CHC 13(1 OmL) ^nt. ?M^&S^t'3l§r^jSffL/io ^i^RJEjg-^W:. E 
tOAc (20mL) ft3<7)4 MiOfgfbKfRSrJUi., ZOy^-^'i^H^^m^X: 1 . 5B#PHlit}¥ L 
, riiL, EtOAc■C■^?t^f L. «ETK|g*s§-tir«.i;, h^yx- (4-r5yyf-;t- 
-^^^^^^;^) -;i?;l.y'^5yM<yi^';t'XXr;UJaKJa (2. 9 6g. 9 0%)*i& 

ESI MS m/e 263, M (jSfifS) + H+ ; iH NMR (300 MHz, DMSO-dg)^ 8.12 (brs, 3 H), 7 
.25-7.40 (m, 5 H), 7.21 (d, 1 H, J = 7.8 Hz), 5.00 (s, 2 H), 3.17-3.30 (m, 1 H), 
2.62 (d, 2 H, J = 7.0 Hz), 1.64-1.88 (m, 4 H), 1.42-1.60 (m, 1 H), 0.90-1.21 (m 

, 4 H). 
[0263] 

Xr-7 7°C : Yyyy.- {4- [ {'\-v^^iVT^J-^-fV'}y--z-i}VT^ 
J) -^^}V^ ->-^'nA.d{-^;K -;^r;W^'5y^S'^yi^';^xx-ry^^?)-^)t 

(2-^'^^-^:^y■Uy-4— ^/P) -i^'^^;P-TSy ( 1 . 5 0g. 7. 2 2m 
mo I ) mXfV'yyT.- {A-T^ J ^^iV-'y'^vi^^l/lV) -f3lV)'^^ymf^yV 
;Ux;?.T7W&|tt& ( 2 . 5 9g. 8. 6 7mmo 1 ) ;&^^>^.g, 2 -7°^y^V-/^ (1 5 m 
L) 4iiO?I^^53^}im:8 0rBl«ffL. CHC 1 3 iJiVMeOHt:?t;^)^L;^c. ZOy§, 
-^^liI&lgftNaHCOg 7j<j§?St?±r. 7KM^CHC 1 3 TmL/i (30) „ ^bit^C 
W«ii^MgS04±-C«§^, rjit. }t«L. 7^-7>'.:j.^'nvb^''77^- (N 

H-^'UX^^^VI/. ^^-tfy4'i^3 3%EtOAc) J; OffM-t-S t . VyyT.- {4- 

[ (4-^'^^;i/r5y-^^yyy-2-'f;kr57) -^^;H -]y9n^^^yM 

-;i?;l'^\'SyKO'i/7l'X;?.r/l^ ( 1 . 2 0 g. 3 8%) mm.WM^):. \.X'^tyivtz 

ESI MS m/e 434, M + ; iR NMR (300 MHz, CDCI3) (5- l.li^-l.KL (m, 1 H) , 7.40-7.50 
(m, 2 H), 7.25-7.40 (m, 5 H), 6.95-7.04 (m, 1 H), 5.08 (s, 2 H) , 4.82-5.05 (m, 
1 H) , 4.40-4.70 (m. 1 H). 3.40-3.60 (m, 1 H). 3.35 (t, 2 H, J = 6.3 Hz), 3.26 

(s, 6 H), 1.96-2.18 (m, 2 H), 1.8Q-1.96 (m, 2 H), 1.45-1.61 (m, 1 H), 1.00-1.20 

(m, 4 H) . 



(3 02) 



#iH2004-315511 (P2004-315511A) 



[0264] 

Xr-/TD : hyy^-A-yu^-N- {4- [ {4-'J^^)Ur^/-^i-VU 

hyyx- {4- [ (4-^■^^;^rsy-^-^v■■l;>■-2-^;^rsy ) -y^/i-] 

-i^yn^^i^/l^} -X'/l^^^'^yli^yi^'yl/XJ^X^l/ ( 5 0 Omg. 1. 1 5mmo 1 ) 
c^MeOH {5mL) mmmi^Z^ 5%Pd/C {5 0mg) &;!)D;i;t, ^CO^M^^^J^M^S 

. 'imtht. M^m-^fum^^iifz. dco^-f/i/cocHs c 1 2 ( 5mL) mmmiz 

, i/-f yrnhr;l/X^;t'rS>' 2. 4 1mmo 1 ) &3DX.;^c„ ^(OM-^^ 

t:4'az<%Sil. mt4-yn^-2-hUy!l:^n^h^i^-Ky^yX}lt^-jl (4 

3 1mg, 1. 2 7mmo 1 ) (7)CH2 C 1 2 { 2 m L) ?f?l*r 5°Cjy,TT-Jn^:t RJE 

?i't^^i3&4°cT-i . smrsmnifz. rje*, lawNaHcog 7jQ§i«t-#±§-ti:/s„ * 

il&CHC 1 3 T-mU^ ( 30) » ^i?-ttJtWSS&. MgS04±-C-^jS$^. rii 
^>50%EtOAc) X-WMi-^t. hyy^-4-y'n^-N- {4 - [ (4-i^';<f- 

;i-TSy-^^yuy-2--^;i/TSy) -^^fV] -i^^u^^i^jv) -2-hVyfV 

h^ri^-A^y-ifyxyt^^^yrS F ( 5 6 Omg. 8 1%) mm^<r>mii^t LTf# 

ESI MS m/e 602, M + ; iH NMR (300 MHz, CDCI3) <y 7.90 (d, 1 H, J = 8.9 Hz). 7. 
80 (dd, 1 H, J = 8.4, 0.9 Hz), 7.38-7.58 (in, 4 H), 7.01 (ddd, 1 H, J = 8.4. 6.7, 

1.6 Hz), 4.85-5.04 (m, 1 H), 3.31 (t, 2 H, J = 6.3 Hz), 3.24 (s, 6 H), 3.07-3.2 
0 (m, 1 H), 1.70-1.90 (m, 4 H) , 1.42-1.58 (m, 1 H) , 0.90-1.28 (m, 4 H). 

[0265] 

mmm4 




N2 - [1- {4-y'^^-2-hVyjut^^h^>'-Ky-izyx)VTi'^-}i') 

V'Jy-4--^ !V] -N'i , N'i -'J:<i-Jl-^i-YUy-2, 4-i^'T5y 
[0266] 

Xf-yTA : N2 - (1 -Kyi^^Jl-t'^V i^'y- 4--^ -N* , N4 ->>-;^^ 
)l'-^i-V'Vy-2, 4-i^'TSycO^^ 

mm 1 coxt -y y'Gcommmmix . mmcoit^mw^ . 

ESI MS m/e 362, M + H^ ; iH NMR (300 MHz, CDCI3) d 7.80 (d. J = 7.6 Hz. 1 H). 7. 
20-7.52 (m, 7 H), 6.97-7.05 (m, 1 H) , 4.74-4.90 (m, 1 H) , 3.90-4.05 (m, 1 H), 

3.53 (s, 2 H), 3.26 (s, 6 H), 2.78-2.90 (m, 2 H), 2.02-2.24 (m, 4 H), 1.48-1.62 
(m, 2 H) . 
[0267] 

xt- ^tb : N2 - [1- (4-y'vi^-2-hUy)V-t^^h^i^-<y-ifyx>i- 

;^rL;l/) -b°'<U>>>-4--^;l/] -N4 , N4 - s/;<^;l/-:^f-fy"U 2 , 4~'JT 

^y<7)^fS. 

N2 - ( i-<yi/;k-f^u>^y-4-'f;k) -N4 , n4 -i/y-f/k-^^f^vu y 

-2, 4-'JT^y (SOOmg, 1. 38mmol)tOMeOH(5mL) mmiZ^ 2 
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0%Pd (OH) 2 (lOOmg) ^Mtfz. ZCOM^imi^-Z\ **#lfflmTtCl. 

mmifz. m^mcocu^ c 1 2 ( smD mmiz. i^wyrntvixx^/L-rsy ( 5 1 

2. 93mmol) ZCOM^Vni: 4X:iZ}^WL. &t4 -yn^- 2 

- h y y/l-jj-n^ A;y^f>X/1^4^ri/P ( 4 9 3 rn g , 1 . 4 5 mm o \ ) (/)CU 
2 C 1 2 ( 2mL) 5°a:J[T-C-jD^^C„ RJtO:4^t^tl*4r-C'2lf#PHTO4^L/c. RJtE 

MfPNaHCOg 7j<?§?I-C#±§-frit, tKJI&CHC 1 3 TTOL/i ( 3 0) , -^i? 

- (NH-;/U;{'^';l/. ^^■'fyfticoB 3%EtOAc ) tj;i9i»^t-St. n2 - [ 1 

- (4-7^n^-2-hy7;t^>rn;<hdf;/-^y-t>;?>;l'4^ri;l^) -hr^yi;>'-4- 
-f;H -N4 , N4 -i;^^;l^-df^yyy-2, (339mg. 4 3%) 

ESI MS m/e 596, M + Na+ ; iR NMR (300 MHz. CDClg)^ 7.87 (d, J = 8.2 Hz, 1 H) , 7 
.81 (dd, J = 8.3, 1.0 Hz, 1 H), 7.36-7.61 (m, 4 H), 7.04 (ddd, J = 8.3, 6.8, 1.4 

Hz, 1 H), 4.77 (d, J = 7.8 Hz, 1 H), 3.97-4.14 (m, 1 H), 3.68-3.86 (m, 2 H), 3. 
25 (s, 6 H), 2.87-3.01 (m, 2 H), 2.10-2.23 (m, 2 H) , 1.51-1.70 (m, 2 H). 

[0268] 

wm^5 




h7yX-4-7"n^-N- [4- (4->^';^-f;L'T5y-=^-^yyy-2--f;L'TS 
y) -i^ynA.dfi^;^] - 2-hy7;i/^n;< ^=ari^-0-^^>;^;^*>'TS K 
[0269] 

Xf-zTK: Vyyx- (4-T5y-S^^'^'^.^i^/^) -;^?;WN'SySt-7'-f;I/ 

h^yX-v-yn^^Jr-tfy- 1 , 4->^'T5y(15. Og, 131mmol)i01, 
4-i>'^^-t?-y (85mL) Wmz, (Boc) 2 O (3. 61 g, 16. 5mmo 1 ) 

2 o^jD;t. mmm'K^. wcj; Dr#*L/t. r^^. chci 3 -cmL/c (30 

) „ ^*?-tirf^W®/l&. MgS04±-C|gS§-fr. riSL. ?iS|-ri.i:, h7>'>!.- (4 
-rSy-i^^'O'^^i^/P) -;^5';^^^'S>'S!t-7'-?^;^xXx;^ (3. 15g. i^'TS^' 
t^^LTl 1%. (Boc) 2 Ot)lf^LT8 9%) *>e-fe<?)EI#:fc LTf#^>^i;t, 
ESI MS m/e 215, M + H+ ; iH NMR (300 MHz, CDCI3) (3- 4.43 (brs, 1 H), 3.36 (brs, 1 

H), 2.57-2.70 (m, 1 H), 1.78-2.04 (m, 4 H), 1.44 (s, 9 H), 1.05-1.38 (m, 4 H). 

[0270] 

Xr>y7°B : h^yx- [4- ( 4 -i/';'<^;l'TS y-^-tVy 2 --f ;1^TS 7 
) ->'^'OA,dfi^;^] -;^;l^y\'5y^t-7'-f;l'X7,T;l'i?)^)t 

ESI MS m/e 408, M + Na+ ; iH NMR (300 MHz, CDCIg)^^ 7.80 (d , J = 8.2 Hz, 1 H) , 
7.39-7.52 (m, 2 H) , 7.02 (ddd, 1 H, J = 8.3, 6.3, 1.9 Hz, 1 H), 4.68-4.78 (m, 1 
H), 4.43 (brs, 1 H), 3.89 (brs, 1 H) , 3.46 (brs, 1 H) , 3.25 (s, 6 H) , 2.15-2.24 
(m, 2 H), 1.97-2.10 (m, 2 H), 1.45 (s, 9 H), 1.21-1.35 (m, 4 H) . 
[0271] 

xrv7°c : b^yx-4-7'n^-N- [4- (4-i^'y^;i'TS7-^-^y'y y 
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Vyyx- [4- (4-ix'>'^-?-;^T5y-^■:^y■yy-2— <;i^r5y) -i^^u^^ 

-X^;^^'^SyMt-7■■^;^x;^f■/^ ( 500mg. l. 3 Ommo l ) crtEtOA 
c (5mL)?gMt. EtOAc {5mL) ^(^)AM(DiMYjmimx.fz. ^ i^?M^!f% ^ 

M?at-lBtWf L. ««-ri>t. &fe0iaft;?)iff CcoHfttOCHs c 1 2 ( 7 
mD^imt:, ^J^fyrntr/t-X^/I^TSy (9 0 5AtL. 5. 2 Ommo 1 ) 
tz. ;oirt-^Sr4°a:?tfi]L. iS'ft4-ynt-2-by7;P*n^bdf>'-^y-(fy 
X;l/7^ri;K4 6 2mg. 1. 3 6mm o 1 ) (7)C H2 C 1 2 ( 2 mL) 5°C12JIT 
TJII;t » Z. <7yKm.^i 4 °Ct' 1 . 5 B^PeljlfP Lit , >r (7)^JtE?I-&!|Utl .UitA- 7' 
n^:-2-b'j7;L':tn^b^i^-A;y-fe'yx;l^;J^:i;l/ (88mg. 0. 26mmol) 
C^CH2Cl2 (0. 5mL) }:S?S*SD± , iff^W^ 4°C-C- 1 B^HlJiff L^C „ ic^M^Efl 
■^mz^ i^'-f y7°nbVlX^./LT5> (2 3 0/^L, 1. 32mmol) iMt. jM-^!fl!I 

&4°cri. sB^raWu^o Rjib^. tm^a^yicosymmx'W±^^fz. tkm&c 

HC 1 3 xmL/i (30) o ^:bii:it^Ji&MgS04±T|gi^$ii:. rJ^L. mm 
L. yy-yi^a.^u-?h^yy ^~ (NU-i^U ^^-^ytpCOSOroEtOAc 
) tcj; OffS-f-St. h7y^-4-rn^-N- [4- (4-5^';<^;l/TSy-^-^y 
|Jy-2-^;^r5y) --^^'n^^'f^/l] - 2-M;7;l,+n^h:3fi/-A;y^fyx;P 
ThyrSK (339mg. 44%) t^j^Q fei^M^t L Tffbix/i „ 
ESI MS m/e 588, M + ; iR NMR (300 MHz. CDCl J o 7.92 (d , J = 8.9 Hz, 1 H), 7 
.80 (dd , J = 8.3, 0.7 Hz, 1 H), 7.37-7.59 (m, 4 H) . 6.99-7.06 (m, 1 H), 4.64-4. 
75 (m, 1 H), 3.78-3.94 (m, 1 H), 3.17-3.30 (m, 7 H) , 2.09-2.20 (m, 2 H), 1.85-1. 
97 (m, 2 H), 1.12-1.47 (m, 4 H). 
[0272] 

mmme 




N^yx-4-7n^-N- [4- {4-i^^i-}l'T$.y-^i-V'Uy-2--(JUT5. 

J) -ly^u^^i^jv?^^)^^ -2-f'j7;l':tn;^h=^S^-'<.y-tr>x;L'7^yT5K 
[0273] 

N^yx- [4- ( t-7>^i^X?/l'#-;l'TSy-;^^;l') ->'i5'nA.^i/;i/] 
;l^^SS>'K<yy;kxXx;l^ (4. OOg. ll. Ommo l ) <7)MeOH (4 0mL) 
5%Pd/C (4 0 0mg) &jp;t;t, doOii^&SJUr. *«#fflmTtC 

c7)^^^y ( 1 5mL) mmm?:miM,T3o^mmwLtz. mmpmzi: 

) -iiJVf^^ ymt -7-^;l/XXx;l- (2. 52g. 100%) *iefe<7)llfrt tTf#^> 

ESI MS m/e 229, M + ; iH NMR (300 MHz, CDCI3) <3- 4.56-4.88 (m, 1 H), 3.00 (t, 
J = 6.5 Hz, 2 H), 2.54-2.65 (m, 1 H), 1.70-1.94 (m, 4 H), 1.44 (s, 9 H), 1.18-1. 
50 (m, 1 H), 0.92-1.15 (m, 4 H). 
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[0274] 

XrvTB : hyy^- [4- { 4 -i-'^^/^T 5 /-^^VU y- 2 ->f ^l-T S 7 

ESI MS m/e 422, M + Na+ ; iR NMR (300 MHz, CDCls)^ 7.81 (d, J = 7.9 Hz, 1 H) , 7 
.38-7.52 (m, 2 H) , 6.96-7.07 (m, 1 H), 4.55-4.84 (m, 2 H), 3.75-3.97 (m, 1 H), 
3.26 (s, 6 H), 3.01 (t, J = 6.4 Hz, 2 H), 2.15-2.30 (m, 2 H), 1.75-1.88 (m, 2 H) 
, 1.45 (s, 9 H), 1.35-1.54 (m, 1 H), 1.00-1.30 (m, 4 H). 
[0275] 

hyyx- [4- {4->'7^;i.Tsy-^-fVUy-2--f;i.r5y ) -y^'n^^ 

i^;^^^;^] -^;W'iSyMt-7-^;l/Xy!.T;K 5 0 0mg. l. 2 5mmol)(7)E 
tOAc ( 5mL) EtOAc ( 5 mL) 4'tf04 MCOJg'fbK^S: jDi.it, 

CI2 (IraL) WmmiZ^ >>'-f yrnhVPX^;lxT5y (90 5. 2 0mtno 

1 ) i:Mlfc. ZC0M-^mi4VAZimi, tSfb4 2 - N U 7;l/^n^ h^f 
-Ky^yXHTi-^-H (.4 4 6ms, 1. 3 1 mmo 1 ) i?)CH2 C 1 2 (2mL)}§M 

^:5°mrTMitz. Km^m4°cTi. 5mw\mni'''-z ic^Mft^utiWz, mt 

4-7'n^:-2- hUy/l/jfn;^ hdr^-A;y-ir>x;t7j;-;L ( S 3 m s . 0. 2 5 mm 

o 1) cDCHj c 1 2 (0. 5mL) mm^Mt. ^(T^M-^'^i: 4'CTimmmnuz. 

i(7)^jEii^t:. i/'-f y7°nt;t^X^;l^TSy ( 220AtL. 1. 26mmol)&aD 

ii&CHC 1 3 (30) , -^i?-ti-fcW«®^MgS04 ±-C'|gS§-)t. iFAL 

OAc) b5yx-4-7n^-N- [4- ( 4 - i^"^ ^;I/r 5 7 - 

^-tyuy-2--^;l'TSy ) ->'^'nA.Jfi/;i';>{^;i'] -2- hU7;l':tn;'{ h^i^- 
A^y-b'yx/PTj^yr 5 F (6 24mg. 8 3%) iimM'&iOmi^tLXn^tlfz. 
ESI MS m/e 602, M + H+ ; iH NMR (300 MHz, CDCI3) <5 7.89 (d. J = 8.9 Hz, 1 H), 7. 
80 (d, J = 8.5 Hz, 1 H), 7.39-7.60 (ra, 4 H) , 7.04 (ddd, J = 8.2, 6.8, 1.6 Hz, 1 
H), 3.71-3.92 (m, 1 H) , 3.30 (s. 6 H). 2.85 (d, J = 6.5 Hz, 2 H). 2.10-2.22 (m, 

2 H), 1.70-1.86 (m, 2 H), 1.37-1.53 (m, 1 H), 0.98-1.32 (m, 4 H). 
[0276] 




[0277] 
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C-t°^U>>>-4--^;l'-;^^;l'TSy ( 1 5. Og. 1 3 1 mmo l ) <JDh;kxy 
{ 1 6 5mL) mm^Z^ KyXTlWi^ H ( 1 3. 9g. 1 3 Immo 1 ) ^Ml. ^CO 

7m±-C-imifz. ZCOm^t^^mz., (Boc)20(31. Sg, 144mmol) 

c7)KHso4 7j<?§f«srjn^, zcoM-^'^^imi^TimmmnL. Tkiis-Ets o-c»l 

(20) , A<miti-hV^J^X'T)U;^^JitL. CHClg-cmt/i (50) , -^i^it/i 

^mm^Msso ^ ±Tm^^^. rmi. ^itz. mm^i^^^y ( i omD 
izmm^^. mmm^. m^x-i o^smnttz. -miz^^. mmm. mmnz^ 
m^-^it. 4-r5.j^i-j\^-'t'^V'jy-i-^)V^^ymt-y^fV3iXT)V {2 5 

.8s. 9 2%) m^(^mi^bLX%Mz. 

ESI MS m/e 215, M + ; iH NMR (300 MHz, CDCI3) (3- 3.85-4.22 (m, 2 H), 2.90 (d, 
J = 6.8 Hz, 2 H), 2.50-2.80 (m, 2 H), 1.70-2.02 (m, 3 H), 1.45 (s, 9 H), 1.10-1. 
28 (m, 2 H) . 
[0278] 

xt^/Tb : 4 - [ (4-x^^;i^r5y-^-^yyy-2— f/i-rsy) -^f■;^ 

1 - u - 1 - * /1. 4^' y IS t - ri-ji-x. X T)u<r)^^ 

ESI MS m/e 386, M + H^ ; iH NMR (300 MHz, CDCI3) <J 7.81 (d, J = 8.4 Hz. 1 H). 7. 
41-7.53 (m, 2 H) , 6.99-7.06 (m, 1 H), 5.16 (brs, 1 H), 4.00-4.20 (m, 2 H), 3.41 
(t, J = 6.1 Hz, 2 H), 3.26 (s. 6 H), 2.60-2.77 (m, 2 H), 1.67-1.84 (m, 3 H) , 1.4 
5 (s, 9 H), 1.11-1.28 (m, 2 H) . 
[0279] 

;^x>yrc : N2 - [ 1 - {4-rn=^-2-hUy)V^n^h^i^-Ky-{£yx)V 
t^-jU) -h'^Viyy-4--^)i'?(i-JU] -N^ , N'i ->'';<i-)l-^i-V'0 y- 2 , 4 

-i>'r^y<D^^ 

4- [ (4-y^^;krsy-=^-^vuy-2--f;i/r5y) -y^/H -t^ys/y 

-l-;^;l'^KyKt-7'^;l.'XXT;l' ( 500mg. 1. 30mmo 1 ) COEtOAc ( 
5mL) mmrniZ. EtOAc (5mL) tpff^4Mff^mt7mi1iUlf^. ^<DM^im 

m-immmni. mmtit.. &^<^mmmMz, :imi^<ocH2 c 1 2 (5m 

L) mmiBZ, v-f y7°nhVI/X^;k7 5y (48 0^(L. 2. 7 6mmo I ) &3P^/i 
. ^(DM^^m^:.. 4"azrvmi. ifi^t4-7••^t-2-^'J7/^^^y h^^-^y^f-y 
X;l-4^-;K4 6 2mg„ 1. 3 6 mm o I ) c?jC C 1 2 ( 2 mL) ?§fS^ 5°ClilT 
T-Jn-i/So ii^RtE^Fe-^!f^^ 4°CT-3B#rBlJ«tft/to tSfllN a HC O3 yKMST 

7Kii&CHC I 3 f-tttHL^^^ (30) . ^:b-tl:;^:*aiilr, MgS04±-C- 

yfl5O14%*^/b2 0%EtOAc) t:J;Off^-r'&t. N2 - [1- (4-yn^:-2 

-hUyjV:tuj<h^i^-Ky-i^yxfit^-)V) -tr-^y i^'y-4->f;i';^^;H -N4 
, N4 -i;■^^;^-df-^-yyy-2, 4-i^'7Sy (420mg. 5 5%) 

ESI MS m/e 588, M + H+ ; iH NMR (300 MHz, CDCI3) <3- 7.85 (d, J = 8.9 Hz, 1 H), 7. 

81 (dd, J = 8.7, 0.9 Hz, 1 H), 7.40-7.56 (m, 4 H), 7.04 (ddd, J = 8.2, 6.7, 1.6 

Hz, 1 H), 5.10-5.46 (brs, 1 H) , 3.85 (d, J = 12.4 Hz, 2 H). 3.40 (t, J = 6.4 Hz, 

2 H), 3.27 (s, 6 H), 2.56-2.67 (m, 2 H), 1.64-1.91 (m, 3 H), 1.23-1.43 (m, 2 H). 
[0280] 
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O O O^r 



[0281] 

X'T-zrA : 4- {Ky=J)V:^^iy:^}l7i'^-lVrS:/-^i'}l') - t°<^y S/'y- 1 - 

4-rsy^^;^-h°^|Ji^>-l-^/^d^>B8t-7>;^xx7^;K7. OOg. 3 
2. 7mmo 1 ) <50CHC 1 3 ( 7 0 m L) i§fS(C . h Ux^/1^T5 y ( 3 . 64 g. 3 
6. Ommo 1 ) iMltz, ^ttzW^M 4'ClZ{%fflL ^ ZCl (6. 13g, 35. 9 
mmo 1 ) ^S°ClilT-C-l 5:5^WCSPi.^^. ^COKI^^t.-^^ . Mm:'! SmmMWl 
. taftNaHC0 3*M;av^^', *ttffl&CHC 1 3 TiSffiL OH) . MgS04 

4'(7)3 3%/f)^Ji5 0%EtOAc) OftM-t-St. 4- ('\y>'';L':t^i^;i!?;L'4^:i;t' 

rsy-^^;^) -t°^yi^>-i-;!?;p*'yMt-r^;pxxT;K i o. 7g. 94 

ESI MS m/e 371, M + Na+ ; NMR (300 MHz. CDCls)^ 7.26-7.37 (m, 5 H), 5.09 (s, 
2 H), 4.84-5.01 (m, 1 H), 3.95-4.22 (m, 2 H), 2.98-3.16 (m, 2 H), 2.66 (t, J = 

12.4 Hz, 2 H), 1.58-1.72 (m, 3 H), 1.45 (s, 9 H), 0.98-1.18 (m, 2 H). 
[0282] 

xr^TB : t°'<y>->-4— <;^>^^;^-;^?;^^^'5yil^y^/;^xxT;^iS^lS^o 

7■>;^XXx;^ (10. 2g, 29. 3mmo 1 ) iOEtOAc ( 1 OOmL) 
?§±t'J%a]L. EtOAc ( lOOmL) fpC04Mffy&t7mi:1i\iltz. ^(DM-^^M 

^^&TimmmwL. mmiti. m^^^^^^y oomu i,zmm^^. ^-^m^i^ 
Tso^^mmnifz. rm^x^mi^^m. ^^^yx-mi^t. m.Ti,zm^^^^t 

. t°^yi^>-4-^/L'^^yL'-^;w>'Syas^y>'';Pxxx/t'JSaSiS (7. 24g. 8 

7%) t^&^comi^tLxnwz. 

ESI MS m/e 271, M (jEiffiM) + Na* ; iH NMR (300 MHz, DMSO-dg) 5 9.10 (brs, 2 H), 
7.20-7.50 (m, 6 H) , 5.02 (s, 2 H), 3.15-3.28 (m, 2 H), 2.68-3.02 (m, 4 H), 1.56- 
1.82 (m, 3 H), 1.20-1.52 (m, 2 H). 
[0283] 

X^^yTC : [1- ( 4 -J^'^^/L-T 5 y-^-fV'y y- 2 -^71-) -t^Aiyi^y- 
4--f;t/^f-;t/] -^/W^'S ygg^y>-7l^xxf /PO-^tS 

Hffif^J 3 ^ 'y 7° C O^JIII ^ ffiffl L T , SMi^ML^ft „ 
ESI MS m/e 420, M + ; NMR (300 MHz, CDCI3) 5- 7.78 (d, J = 8.2 Hz, 1 H), 7. 
21-7.49 (m, 7 H), 6.95-7.04 (m, 1 H), 5.06-5.17 (m, 2 H), 4.83-4.98 (m, 3 H), 3. 
24 is, 6 H), 3.0(^3.16 (m, 2 H), 2.77-2.91 (m, 2 H) , 1.58-1.97 (m, 3 H), 1.12-1. 
33 (m, 2 H) . 
[0284] 

XT-yTD : 4-70^-N- [1- ( 4 -i>';>i^;l^r 5 7 -^:^y■ y y- 2 /l- 
) -h'^V'Jy-4--^)U?(i-)i'l -2-by7;t':tn;'<b^>--<y-^:"yx;i^7}^y7S 
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ESI MS m/e 588, M + ; iH NMR (300 MHz, CDCI3) 5- 7.87 (d. J = 8.7 Hz. 1 H). 7. 
78 (d, J = 8.2 Hz, 1 H), 7.44-7.59 (m, 4 H), 6.97-7.06 (m, 1 H) , 4.94-5.04 (m, 1 

H), 4.89 (d, J = 13.2 Hz, 2 H) , 3.25 (s, 6 H), 2.75-2.88 (m, 4 H), 1.64-1.82 (m 
, 3 H), 1.05-1.28 (m, 2 H). 

[0285] 

mmm 9 




i^;?.-4-7'n^-N- [4- (4-y.?<f-;l/TSy-^-^y U>--2--<;t'T5y ) 
[0286] 

l/X-i/';u^^^y- 1 , 4 -i^'7:?;l/*>K (25. O g , l 4 3 mm o 1 ) (TyKy 
•ir> ( 1 2 5mL ) TVW) yWi/y x.-)VJ~Xt1V (81. 9g, 298m 

mo 1 ) feitA'hUx-f/PTSy (30. 1 g. 2 9 7mmo 1 ) ^^Uz. icOKJEii 
. 3^mn\^f^ (a : W^\^^M,%) . KyV)VT)V-3~)V ( 3 2 
. 2g, 298mmol) S:Jnx, ?I-^!f%miT(:2 4B#^J«tf L/S, RE^a^flj^il 
mL.nmm^tOKciii.XfW^^Q{zmt^Lfz Wt^W-r^j-H^L 'Jclfli-lilOAc 
■C-ttttiL/S ( 20) „ ^hmz^mm^ 1 Mc7)KH SO^ vJmM, MfUN a HCO^ 

m-^i.iI'7''7Ay'Z-'mh-. MgS04 ±-C'$g'^i$^. rjgi, jgiiL. 77 /^i^'n 

^^-9->45;^)33%Et ()A< ) (Cj; DifS^I, t , >X 
- (4-<yi>;l/^^j^;^r;l/jK-;l'T5y-i^iJ'n^^i/;l^) -;{?;l'A'5y^A;yi;7px 
XT;t^(52. Og. 9 4%) *%fe£0^-f;Pfc tT^I^>^^^to 

ESI MS m/e 405, M + Na+ ; iH NMR (300 MHz, CDClg)^ 7.15-7.40 (m, 10 H), 5.07 (s 
, 4 H), 4.70-5.00 (m, 2 H), 3.52-3.80 (m, 2 H), 1.60-1.80 (m, 4 H), 1.45-1.60 (m 
, 4 H). 
[0287] 

i^';kxXx;l^ ( 9 1 . 7g. 24 Ommo 1 ) c?MeOH (4 6 OmL) 5%P 

d/c (9. i7g) ^nuz.. msi^^^mm^-^. immm%y\-^2. bwmm^ 

'JT 5 y^DM eOH (550mL) mm\<Z, {Bo c) ■zO {b . 59g. 30. 2mm 
o 1 ) c?)MeOH (8 0mL) mW.^ AnnM^XWiMLtz. KJC?M-&!|%Sr^Sfl . 5 
HP^JS^L. 'mLtz. H2 O-CltA-Litf^t:. 7icM&. CHC 1 3 -C-ftttlLi^c (30) 

, ^h^fz^mM^MsQOA^.x'mk^^. ?mL, ^x- (4-Tsy 

-i-^'n^^y;]^) -7);k^^'5yKt-7"i^;kx;^T-;K7. 78g, 15%, fflS) 

^^m-i jvbhx^wz. 7mimmL. mmm^Meomzmt-L. Mgso4± 
xmk^^. rBL, 'mithh. mm.^Kfz'JT^y (32. 9g) i}m-^mA)vt 

LX'i^i^tltz. nU^fltz'JT^y (32. 9g. 288mm ol)<50Me OH (660 
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mL) mmz. (Boc)20(6. 29g. 28. 8mmo l)iOMeOH(80mL 

) mm^5mmi}^nxmMLfz. Km^^^mm-i ommmwL. 'mLfz. H2 o 
xm-Lfzmi,z^ tkm^chc 1 3 TmL3t o^) . -^h^tz^mm^Msso^ ± 

S8t -7'^/^xx^;^ (8. 16 s. 16%. fflM) LX%^tifz. 7i< 

mimmt. m'^mi:Meomzim-L. Mgso4±rigs§-iJ:. rmt. mm-t^t 
. mm^tifzi^T^y (23. 1 g ) if^m&co^^ji't t Lxn^tifz. mm^ixfz'jr 

Sy(23. 1 g. 202mmo 1 ) SOMeOH (462mL) £?)M:. (800)3 
0(4. 4 2g. 2 0. 3mmo 1 ) COMeOH ( 5 6mL) mM^: Am^^^ifXmML 

tz. K)&wL-^^msx'3 . 5ummnL. w^Ltz. H2 o{zmi3-Lfzm\,z^ ^km&c 
Hc 1 3 x-m^Lfz (30) . ^h^z^wm^y^ s so ^ix^m^^. imh. mm 

. 0 1 g, ^%wM{znLx 1 0%) tm^(^}^-i)vt Lxn^titz. imimmL. m 
g!f%^MeOHti§*^L. Mgso4±f^^$-ti:. PML. mmthb. mmKfzi^ 
Tsy(i6. os) ifi^<r>:^^JvbLxn^fitz. mm.^fitz'JT^y {I b . Og 

, 14 0mmo 1 ) OMeOH (320mL) (Boc)2 0(3. 06g. 1 

4. 0mmol)i0MeOH(40mL) mW.^ AmmM^XmMLtz MlEJft^ifl^^S 
?St-l 3l^^ifL, 'mttz. H2 OKg;6^L/ia(I, 7jclSrCHC 1 3 -fttajL/i ( 

3 0) „ MgS04 it-^S^-tt- iFiil. iMH-|>t, ^-X- (4 
-7S/-i-^'n^^x;k) -7);PA-5y|St-7-f-;lxxT-/L (3. 5 3g, tli^Sff 

t:ML-r7%) ifim^m^ )VhLx%iotitz. A^^w&i . ws'\'^iM e omzmt-^ 

MgS04±T-^M§-li:, ri^L. ?lffi^-l.t. 0JR§^i?^cS/r5y (11. Ig) 
i}^^mA}Vh Lxnhtitz. 

ESI MS m/e 215, M + ; NMR (300 MHz, CDCI3) 5 4.30-4.82 (m, 1 H), 3.50-3.80 
(m, 1 H), 2.78-2.95 (m, 1 H), 1.44 (s, 9H), 1.20-1.80 (m, 8 H) . 
[0288] 

-^-tv u y- 2 , 4 - i^'T s ycr>^^ 

mmmK^x^-yrBx-nhtifz (2-^'^^-^-^ruy-4— f;^) -'j^i-)v- 

rSy(3. OOg, 14. 4mmo 1 ) *Dj:t/i^X- (4-T5y-i^i?n'\^>'7V) 

-:^)Vr\iyW.t-7-^)VJiXT}V {3 . 7 2g, 17. 4 mm o 1 ) *m^,^'|> 2 -7°n 
^ V -;K 1 0 m L) 45^?^^^% & iliiTt: 5 . 5 B ralSff t . fi&fn N a H C O 3 7K?§?S 

tc?±f\ 7KJiscHc 1 3 -c-ttaiL/-c ( 30) , ■&:b^^cirsii*Mgso4 

-tt. rSL. a»L, 7'7-/'y^9u-7Vy'yy ^~ (NH-^gX?. ^^^^>'4'^^2 0 

%EtoAc) kzk'onmfht. mm^ti'^x- [4- (4-i>"^^;ursy-^-^ 
yuy-2— ^/i-TSy) -i^i^u^^i^jv^ -i}}VJ^^ymt-zr^)v:s^xT)V {5 . 

4 4 g ) *^'4tfe(0^-f /t-fc LXni^fvtz . lulBi^ft^ (5. 44g)i^EtOAc (10 

mL) EtOAc (50mL) ^(T^AMcrimt^miMttz. TOM-^!Hl^S?fl 

mMzi.^m:>ht. ^-X-Ns - (4-r5y-i-:?n^^i^;t^) -N4 , N4 
-f;L-^^yUy-2, A-'JT^y {2. 2 6g. 5 5%) LT#4.^I 

;co7j<jiscHc 1 3 T-attit/i ( 30) . ^h^i:fz-^m^M.sso^±x-mk^ 

riiL. ^X-N2 - (4-7>sy-;/^n^^;^;U) -N4 , - 

i^y.i-}V-^^V"^)y-2, 4-i-'T5y (687mg. 1 7% ) >{(^efeiOia#:t LTff 

^fltz. 

ESI MS m/e 285, M+ ; iH NMR (300 MHz, DMSO-d5)(5- 7.86 (d. J = 7.5 Hz, 1 H) , 7.47 
(t, J = 8.3 Hz, 1 H), 7.29 (d, J = 8.3 Hz, 1 H) , 7.01 (t, J = 7.6 Hz, 1 H) , 6.5 

6 (d, J = 7.5 Hz, 1 H), 3.83-4.06 (m, 1 H), 3.38-3.52 (m. 1 H). 3.20 (s, 6 H). 1 

.22-1.82 (m, 8 H). 
[0289] 
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iyX-N2 - (4-TSy-i-^'n^^i^;l') -N4 , n4 --J^i-jV—^-rV^jy- 
2, 4-^'rSy(680mg. 2. 38mmol)c?3CH2Cl2 (7mL) mmiMZ 
, y7°nh71/X-?-;kT5 y (620/^L. 3. 56mmol) SrjD;i;'c„ ^(OMi^'^l^ 

i7m±-zWL. i^it4-y'u^-2 -]- >j 7;k^n^ h^i^-^y-ifyx^i't^-^v { 

84 9mg. 2. 5 Ommo 1 ) cOCHj C 1 2 ( 3mL) mi&iMnLfz. K&M^'^^ 

^:ym±T 6 . 5 mmmw l tz . Km^ . ma^ a h c o 3 7k^is-c#±§ ^tz . m & 
. cHc 1 3 T-fflffiL^c (30) , ^h^fz-mm^y^s^o^ ±x'mm^. ^tml. 

iii^L. y^yS^i^n^h^^y^- (NH-i/y;i?^r';K ^^^y^COS 3%E t O 
Ac) t=J;D»P-ri.t. i/;^-4-7-n^-N- [4- {A->^^i-fl-T^y-^i-V' 
Uy-2--f}Ur^/) -2-hUy)l:^Vl^hi^iy-Ky^fyXfV 
^t^yn K ( 7 8 2mg. 5 6%) mm^crMi^t LXn^tltz. 
ESI MS m/e 588, IT i^H NMR (300 MHz, CDCI3) 5 7.92 (d, J = 8.9 Hz, 1 H), 7.81 (d 
d, J = 8.3, 1.2 Hz, 1 H), 7.41-7.58 (m, 4 H), 7.04 (ddd, J = 8.3, 6.6, 1.6 Hz, 1 

H), 4.00-4.12 (m, 1 H), 3.3^3.45 (m, 1 H), 3.31 (s, 6 H), 1.54-1.84 (m, 8 H). 

[0290] 

mmmi o 

[^bl57] 



hyyx-N- {4- [ {4-=j;>(i-)VT^y-^i'Yvy-2--^fVT5.y) -^^i- 

[0291] 

xx-yTA: h^yy.-N- {4- [ (4->^'y^;L'T5 7-^-^v-y > -2--f;t' 
T5y) -i^^u^^ly)V:^i-)V] -::<^yX)Vt^yT^Ycr>^^ 

ESI MS m/e 392, M + H+ ; iH NMR (300 MHz, CDCI3) d 7.81 (d, J = 7.8 Hz, 1 H), 7. 

38-7.53 (m, 2 H) , 7.02 (ddd, J = 8.3, 6.6, 1.6 Hz, 1 H), 5.07 (brs, 1 H), 4.61 ( 

brs, 1 H), 3.36 (t, J = 6.2 Hz, 2 H) , 3.27 (s, 6 H) , 2.94 (s, 3 H), 2.91-3.01 (m 
, 2 H), 1.76-1.98 (m, 4 H) , 1.37-1.64 (m, 2 H), 0.85-1.12 (m, 4 H). 
[0292] 

m,mi 1 

[^tl58] 



Vyyx-N- {4- [ {A-ly^^)VT^/-^i-V'')y-2-A)VT^y) 




o"'o 




o 



(311) 
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[0293] 

Xx'yTA: b^yx-N- {4- [ {4-'J:^i~}lT ^ J -^i-^U y- 2-^ >V 

mmmi<^XT'yrGTni^tLrzhyyx- {4 - [ (4-i^>^;l/T5y-^-fVU 
T/l^ ( 8 0 Omg. 1 . 9 3mmo 1 ) (OE tOAc ( 1 OmL) MMMz^ Et OAc 

(1 omL) fpa)4Mcr,mtmimtfz. ^(7)M-^m^:m^SiX'6o^mmnL. mmt 
hh. ^^<^m{ifm^^tifz. >r<7)Eifr(7)CH2 c 1 2 (i omD ^sjigtis -J^vr 

^hV^X^;^rSy (7O6//L. 4. 05mmo 1 ) iMltz. ^(^1^-^%^ A'C\,Z^^ 
ML. mt2- {V^7iVi[n:AV^iy) KyV4 )V {A55ms. 2. 03mmol) 
i^CHj C 1 ( 4 niL) mm: 5'C\:XTX-Mx.fz. ^ff^Km^i^t^^i O^i-Paljl 
nLtz. MftNaHCOs 7K?f?Sf#±§-tt5t„ TKil&CHC 1 3 TifitijLJt ( 

30) . ^i5ii:/t^;i&MgS04±-C-|gS$-ti:. rJiL. iiffiL. 77y^^^'n^ 
h^^77^- (NH-^y;&^rVK A.dr-9-y4'(7)3 3%EtOAc) l:J; OW^-tS t . 
h^yx-N- {4- [ {A--Jyi^)VT^y-^^V^)y-2-4}VT^J) -^^)V 
] - 2 - b y 7;I/^n^ h^^—^yxr 5 F (772mg. 

8 0%) LT#'?.ix/i. 

ESI MS m/e 502, M + ; iH NMR (300 MHz, CDCl ,) o 7.00 (dd, J = 7.4, 1.6, Hz, 1 
H), 7.81 (d, J = 8.1 Hz, 1 H), 7.33-7.55 (m, 1 II), 7.29 (d, J = 8.8, Hz, 1 H) , 
6.96-7.08 (m. 1 H) , 6.55 (brs, 1 H), 4.97 (brs. 1 H), 3.28-3.43 (m, 4 H), 3.26 ( 
s, 6 H), 1.76-2.10 (m, 4 H), 1.44-1.72 (m, 2 H), 0.90-1.21 (m, 4 H). 
[0294] 
^^J12 
[^1:159] 



Vyyx-y9y-\-X}V^^ym{A- [ (4-y^^;i^TSy-^-?-VUy-2- 

[0295] 

XT--y7°A: VyyX-y'^y-l-X)Vt-ym{A- [ {A-'Jy^^)VT5.y-^ 

mm 1 <nxT -y 7°Hio^ ji^isgffl LT . m.(nit^iwz . 

ESI MS m/e 434, M + ; iH NMR (300 MHz, CDCI3) 8 7.81 (d, J = 8.2 Hz, 1 H), 7. 
35-7.54 (m, 2 H), 6.97-7.07 (m, 1 H), 4.41 (t, J = 6.1 Hz, 1 H) , 3.36 (t, J = 6. 
1 Hz, 2 H), 3.27 (s, 6 H), 2.89-3.05 (m, 4 H), 1.71-1.97 (m, , 6 H), 1.37-1.65 (m 
, 4 H), 0.82-1.12 (m, 7 H). 
[0296] 

mmm 1 3 
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utim 




.Br 



^5>'x-4-7■^^-N- {4- [ (4-i>";><-f;i'rsy-=¥^vyy-2-^;kr 

[0297] 

4-7''o^-l-3-K-2-hU7;l':tn;^h=¥>'-'<y^r> (1. OOg. 2. 7 
2mmo 1 ) iOTHF ( 1 5mL) 7 8°ClC?^fflL. ^^tfycfjco 2 . 6 6MC0 

BuLi (2. 0 5mL. 5 . 4 4mm o 1 ) ^JiJDtf^, MJEEifc^t-^S- 7 S^CT- 1 . 
5R#rFfH«tfL, N-;t^/l/S;t/^;^;^^U> (0. 57mL, 5. 63mmol ) ^Mlfz. 
UmUtim^-l 5j^m. § ^^(cSS-C-S 05>Wf t/i. MJtESr. 0 . 2 5 M 

mmmm ( i omD T-ffits-a:. ^cfdi^if^^EtoAc-cmt/c 00) , 

(S^U;^^^';k. ^=3r^fy4^^02%*>^,5%EtOAc) j: iQiflM^I. fc . 4-^0 
7)VtU^ h^iy-OXTllTii K (560mg. 77%) mm&com 

CI MS i/e 269, M + ; iH NMR (300 MHz, CDCI3) d 10.33 (s, 1 H), 7.85 (d, J = 8 
.1 Hz, 1 H), 7.50-7.67 (m, 2 H). 
[0298] 

Xx>y7°B : 4 -7''0^- 2 - h U 7;P:tny 

1, 4--J^^^y (27mL) i3j;V'H2 O (9mL) tt'C04 -7'nt- 2 - h U 7 
;l.^ny bdfi^-'<>'XT;PTt K ( 5 50mg. 2. 0 4 mm o 1 ) ?S&4t:tCj^ 
mttz. ^cDimmz, TSKKS (296mg. 3. 0 5mmo 1 ) fciV'JyS"** 
-fhU'^AZ7|<MIJ ( 1 . 4 g., 8. 9 8mmo 1 ) ^:MlfZo ^COMi^m^ 4V-C- 1 5 

^mmnuz. zcoKm^^mz. mM.mm-rhv^M, (238mg, 2. 63mmoi 

) tOH2 O ( 1 . 5mL) mm^Ml. 4X:-C1 5:5i-P^JSff L/S, ii^EJEjI-^W^, N 
a2 CO3 (304mg. 2. 4 Immo 1 ) 4'CX'l 5^mtmLfz. ZCOM 

^m^:mnc 1 (pH=i) xmmti. /ki^chc 1 3 t-ttmu^ oni) „ ^i^^i: 

/^c1r«JiSrMgS04±T-fg*i$*, rjiL, mmi. 7^v^:i^nvb:/57^- ( 
i^U^^^Vk. CHC 1 3 4'i^l%MeOH) t:J;D«M-ri.i:. 4 -7-pt- 2 - h U 7 
/L-^ny b^>^-^m#^ (4 7 Img. 8 1%) ^^&^<^mi^kLXn^tLfz. 
ESI MS m/e 284, M+ ; NMR (300 MHz, CDCls) & 7.98 (d, J = 8.4 Hz, 1 H), 7.53-7 
.62 (m, 2 H). 
[0299] 

Xf-yTC : hyyx-A-yn^t-N- {4- [ ( 4 -i^'y^it-TS y-^-^Y" U 

>'-2--f;kTSy) -y-f;t^] -S^^n^^i^^t-y^/k} -2-hij7;l'3tny b^i^ 

4-7-n^-2-bU7;k:tny (4 54mg. 1. 59mmol) 

<7)CH2 C 1 2 ( 6mL) mmz. DMF(1.5;uL. 0.02mmol) fcitXSO 
C 1 2 ( 1 58//L. 2. 1 7mmo 1 ) ^tUl^. ii^M^ftl&BJITt: 1 B#P^JifPL 

tifzhyyx- {4- [ (4-i^'y-f;kT5y-=^-fy"uy-2--<;i/T5y) -y^/i- 

] i-yn^^^-Zl^y^/K -^;W^5ySt-7'^;kxXf-;K 6 2 4mg. l. 51m 
mo 1 ) <7)EtOAc ( 1 OmL) EtOAc (8mL) ttJ<7)4 MfiOi^^blC* 
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i^HftcOCHs C 1 2 (6mL)SJmt-. i/-f V T n hVl^Xf-yt^T 5 ^ ( 5 5 2 L . 

3 . 1 7mmo 1 ) irMltz. ^<D'iB^-^^i4°azi%mi. M^^tl^OCHj C 1 2 ( 6 

mL) mm^ 5r:i:xrTMifz. zcoKmM^mi:4'cz'2. 5mmmnLfz. 

IgffiNaHCOg 7mmX-if±^^fz. 7Kii*CHC 1 3 fttmL^: (3 0) „ 
H-i^y;i?^>. A,jf-,fyt^5<;03 3%EtOAc ) tij: OffSt"^ t , f^>';?.-4-7' 

n^:-N- {4- [ {4-i^'^f•;^r5y-^:^vyy-2--f;^r5y) -^f-;H - 

i^^nA.dr^;^;<^;^} _2-hU7;i^>j-n;<h^i— <yXTS H (30 9mg. 3 5 
%) *i?s^mfe<^l*Ift:i:LT#A,fL!to 

ESI MS m/e 580, M + ; iH NMR (300 MHz, CDCI3) d 7.89 (d, J = 8.4 Hz, 1 H), 7. 
81 (d, J = 8.2 Hz, 1 H), 7.39-7.67 (m, 4 H), 7.02 (ddd, J = 8.2, 6.4, 1.9 Hz, 1 
H), 6.53 (brs, 1 H), 4.99 (brs, 1 H) , 3.37 (t. J = 6.5 Hz. 2 H) , 3.32 (t, J = 6. 
3 Hz, 2 H), 3.27 (s, 6 H), 1.76-2.02 (m, 4 H), 1.48-1.67 (m, 2 H), 0.94-1.16 (m, 

4 H). 
[0300] 

^it^Jl4 
[^tl61] 



[0301] 

XfyTA: hyyX-N- {4- [ ( 4 -i^'j^^iPTS 7 -^■:^y■ U 2 ->f ;I/ 
TSy) ->-^n^^^'7i.';><^;i^) - 2 - h 'J 7;l/vt-n;^ b^i/-0"if'yx 

mmmiiOXf-'vrGTn'^ji-ifzhyyx- (4- [ (4-^^',?<^;^T5,/-^■^v•■|; 

-f;l^ ( 500mg. 1. 2 Immo 1 ) i^JEtOAc (8mL) ®}S?St. EtOAc ( 

7mL) ctaco4Mcotg'fi:7K«&S[i^:^c„ zcr>-u-^mimiSLT4 o^mmnt. mmt^k 

. i<7)|IIf<s<7)CH2 C 1 2 (7mL) UUi^y (2 1 

5xiL, 2. 66mmol) i:Mltz. ^<7)M-^^i4X^iZ'{^mL. mt2-hU7)Vt 
b^^—^y^fyX/lxTf^-ZK 3 3 Img. l. 2 7mmo l ) OCHj C l 2 (2 
mL) J§?I^5°ClilTT-jDi/-C„ itOOTFc^-!fl3^4°CT'2B#[^jil^L/-^. KHi . $m 
NaHCOg 7K?i?lT-#:ih§it3to 7Xii&CHC 1 3 ftttUL/i (3 0) , ^i)-1iJtW« 
;iSrMgS04±-C|g^§-li:. rjiL. ?^L. yy^yi^^^^rt^h^yy ^- (NH- 
^'J;^^^7K ^^^ytti;7)2 0%EtOAc) t:j:i9ffiM-ri.t. hyyx-N- {4- 

[ (4-i^■^-f;^TSy-^-^v■"'Jy-2--f;^TSy) -^-^n^^i^/p^ 
-2-by7;k^ny b^^-'<;>'-fe>x;k;}^yT5 K ( 23 Img, 3 6%) *5 

ESI MS m/e 538, M + H+ ; iH NMR (300 MHz, CDCI3) 5 8.03 (dd, J = 8.0, 1.6 Hz, 1 
H), 7.81 (d, J = 8.2 Hz, 1 H), 7.57-7.66 (m, 1 H), 7.36-7.52 (m, 4 H), 7.02 (ddd 
, J = 8.3, 6.5, 1.7 Hz, 1 H), 4.94 (brs, 1 H) , 4.66 (brs, 1 H) , 3.34 (t, J = 6.4 
Hz, 2 H), 3.26 (s, 6 H), 2.78 (t, J = 6.2 Hz, 2 H) , 1.68-2.01 (m, 4 H), 1.29-1. 




do 
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60 (m, 2 H), 0.79-1.07 (m, 4 H). 
[0302] 

mmmi 5 

[^tl62] 



) -A^tv^ -i^^n^^i^jv^^jv) -N4 , N4 ^/t—df-tyyy- 2, 4- 

[0303] 

, N4 -i>■^^;^-dr-^y•|Jy-2, A-'jr^y<D^^ 

hyyx- (4- [ (4-i^v^;krsy-^-^yyy-2--<;i^rsy) -y^/H 

->'9U'\.^iy)V}i'j')V) -t})V)<>^y'mt--f'j'}VJi:^'f}V {20. lg.48. 6m 
mont^EtOAc (200mL) EtOAc (2 OOmL) tftf04M<J0j^ 

, laWN a H C O 3 ?m\t ( P H = 9 ) 'CT /L fi ij L , i.*ffi 1,7^ .y > ... ^ 

(NH5^'J^^r';l., CHC 1 3 45^7)3 3%MeOH) i Oft^-tl. t , h 
yyx-m - {A-r^J><^)V--^9xi^^i^}],^^}V) -N4 , N4 -i^^^jV- 

^i-Yuy-2, 4-'jriy{i4. is. 9 7%) m-^comi^tLxmi^titz. 

ESI MS m/e 314, M + ; NMR (300 MHz, CDCI3) d 7.81 (d, J = 8.2 Hz, 1 H), 7. 
42-7.52 (m, 2 H) , 7.01 (ddd, J = 8.2, 6.2, 0.9 Hz, 1 H), 4.95 (brs, 1 H), 3.36 ( 
t, J = 6.3 Hz, 2 H), 3.26 (s, 6 H), 2.52 (d, J = 6.4 Hz, 2 H), 1.75-1.96 (m, 5 H 
), 1.48-1.66 (m, 1 H), 0.82-1.40 (m, 6 H) . 
[0304] 

;?>T>y7°B : hyyx-N^ - {4 - [ ( 4 -^nt- 2 - b U h^S^- 
Ky>'}\^rS.y) -iy^Vi^^iyJVAi'fl') -N4 , N4 -iy'^i^-fl—^-tY 

yy-2, A-'JT^yc^fS. 

hyyx-N^ - (4-r 5 7^^/1^ ->'^n'\^>'/l/y^/l/) -N4 , -i;^^ 
)l—=^-rV'Vy-2. 4-i^'r5y (5 00mg, l. 59mmo l ) COCHj C l 2 ( 
5mL) mmmi 3C^)X^-yrAX%i^h.tz4-7'n^-2-h\)y.>l^n^h 

df>--^yX'r;l^Tt F (4 2 8mg, 1. 5 9 mm o 1 ) . ij:® ( 9 5 m g . 1. 59 
mmo 1 ) iiit^'NaBH (OAc) 3 ( 5 0 5mg. 2. 38mmo 1 ) i:1}Ulfz. i 

i?)RjtBjM-^^^&ssT-4 mmmwLtz. R&i . mmn a h c o 3 7mmx'W±^'^rz . 

CHC 1 3 t'tttHt;^ (30) „ ■^;6-tt/s*1Di&MgS04±T-|gM§-it. r 

EtOAc) t:J; '9ftS-ri. hyyx-N^ - {4 - [ (4-rn^-2-hy7/L' 

y^;^-^^y■■yy-2, 4 -i^'rsy (7 83mg. 8 9%) *-'?i^^fe(?)ia#ct LTf# 

ESI MS m/e 566, M + H^ ; iH NMR (300 MHz, CDCI3) S 7.80 (d, J = 8.2 Hz, 1 H), 7. 
34-7.52 (m, 5 H) , 7.01 (ddd, J = 8.3, 6.2, 2.0 Hz, 1 H), 5.00 (brs, 1 H), 3.77 ( 
s, 2 H), 3.36 (t, J = 6.3 Hz, 2 H), 3.26 (s, 6 H), 2.43 (d, J = 6.7 Hz, 2 H), 1. 
76-1.95 (m,, 4 H), 1.34-1.65 (m, 2 H), 0.83-1.12 (m, 4 H). 
[0305] 
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F^F 



,Br 



d"b 



{4- [ {4->';>(i-}VT^y-^i-YVy-2--^ fVT 



;?>TvrA: h^yx-4-7'n^-N- {4- [ (4-i^■^^;^rsy-^:^y■y 

y-2--f;UTSy) -;^-f;H -^-^n^^Jr^-^l^^^^K -N-;<^;k-2-hij7;P 

MMMliOX'T'yrnXi^i^tLfzhyyx-A-yu^-N- {4 - [ (4-i>';^f-/t' 
Tiy-^i-YVy-2--fJl'T$.y) -A^JV^ -i^9v3^^iy)VA^)V) -2-h'J 
7;l^^ny hdf^-^y-t:>X;l^;^>'rSh' (3 8 0mg. 0. 6 1 mmo 1 ) CODMF 

(2mL) :t^;l/4'c?)6 0%7K*'ft'^bi;^is (24. 6 rn g , 0. 61mmo 

1 ) mwUz. Z * SST- 8 0 :^Tn1fatf L fz fel.L'S -r 0 'C t^J^S L , 

(3 8. 3//L, 0. 61mmo 1 ) ^Jn;t, MS-CSU^WfUCo RE> 
S:. laWNaHCOs 7K^|S-C'ffih§-fr5t» tKJI&E t OAc-CtttUL/:: (30) , 

(NH-^^U;&^^VL'. ^^^^y4'^02 5%EtOAc. $ U;i?^';K CHClg^i 
t05%MeOH) l,Z^y)mM't^t. hyyX-4-y'vl=t-N- {4- [ (4-i/';<f- 

;^rsy-^-^y■'Jy-2--f;^rsy) -y^;^] -^-^n^^^^/M^/i^} -N-y 

'f~;l-2-hVyil7^n;<h^i^-Ky-^yXflt^yrS.V (2 68mg. 69,%) ;!)^?;^- 

ESI MS m/e 630, M + ; iH NMR (300 MHz, CDCI3) <^ 7.88 (d. J = 9.2 Hz. 1 H). 7. 
81 (d, J = 8.4 Hz, 1 H), 7.41-7.57 (m, 4 H), 7.03 (ddd, J = 8.4, 6.3, 1.8 Hz, 1 
H), 3.37 (t, J = 6.2 Hz, 2 H), 3.27 (s, 6 H), 2.97 (d, J = 7.5 Hz, 2H), 2.81 (s, 
3H), 1.73-1.97 (m, 4H), 1.4^1.66 (m, 2H), 0.83-1.12 (m, 4H). 

[0307] 

mmmi i 



h^yx-N2 - (4 - { [ {4-y'xi^-2-V^)ymu)<V^-y-<.yV}V) - 
vy-2, 4->>"r5y 



Xr-'-zTA : b^yx-N2 - (4- { [ ( 4 -7"n^- 2 - h U 7;k:tny 



[0306] 




[0308] 
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mmmi 5<DXT^yrBX'n^tlfzhyyx-N2 - {4- [ (4-7n^-2-fy 

-y^^;k-^^y Uy-2 , 4->^"TSy (29 Omg. 0. 52mmo 1 ) tOCH2 
CI2 {3mL)m:. 3 7 !V J^r ¥ yi<mm {42ms ^ 0. 52mmol 
).PK(31mg, 0. 52mmol) fcit/NaBH (OA 0)3 (165mg, 0 

. 7 8mmo 1 ) ^joi^^c, z^Rm^^m^m&x' 1 mmmnifz. mm^ 

aHCOg 7l<jg?«T#i:$it/i. /Kif^CHC 1 3 T'ttttiUc ( 30) . ^h^tz^mM 
S:MgS04±-C-^^S-fr. rji^L. JiffiL. yy-viy^L^n^hi^'yy^- (NH-j^- 
U^^r';t/, A,jf-9->-4,c7)2 5%EtOAc) t j; D Wt^-fl. i: . h^^X-NS - (4- 
{ [ (4-7'n^-2-hU7;l/^n^ h^i/-A;yi;;t^) -^^fi^-y^ 

} -i^^c^A,dr>-;^;^^;^) -N4 , n4 -i^;^-?-;i/-^-^v'u y- 2 , 4-xTSy ( 

1 5 3 m g . 5 1%) A«fe«iaf*> L Tttii.ifl/c. 

ESI MS m/e 580, M + ; iH NMR (300 MHz, CDCI3) <3- 7.81 (d, J = 7.6 Hz, 1 H), 7. 
34-7.53 (m, 5 H), 7.02 (ddd, J = 8.3, 6.2, 2.0 Hz, 1 H), 3.44 (s, 2 H), 3.36 (t, 

J = 6.3 Hz, 2 H), 3.27 (s, 6 H), 2.14 (s, 3H), 2.11-2.18 (m, 2 H), 1.81-1.96 (m 
,, 4H), 1.36-1.66 (m, 2 H), 0.73-1.13 (m, 4 H). 

[0309] 

mmm 18 

[^bl65] 




d"b 



^7>'x-3-^U7;^:t^;'<^=^i^-b'7x-;^-4-x;^;^^>'M {4- [ (a-'J 

[0310] 

xf v7°A : b^yx-3-hU7;i/:tn^b=3fi^-b-7x-;k-4-x;P4^y|t { 

SIMMlto;^T'y7°Hf#^>^i^h7y;^-4-7'ot-N- {4- [ (4->'';^-?^;P 

7;l/:tn^ b^^-<y-fe>^;l/;^yTS ( 1 2 2mg. 0. 1 9 8mmo 1 ) <Z)h;I/ 

xy ( 2. 7mL) f§?m;. Me OH (0. 9mL) , 2MfOK2 CO3 ,«S (0.9 

inL) , 7 x.=~)VTf:uym (29. Omg, 0. 23 7mmo 1 ) i6i:.U^-Vy^X ( b 

U^x-^l-Tf^X^ ^ y) ^^^i/'^A ( 2 3. Omg. 0. 0 2mmo 1 ) SrjDi.ito i^O 

ME^^E-^ft^ 1 3 O-C-Cl OB^raMf t/t« cIi0iPt-^tl&7j<ttJt:af\ 7j<ii^CHC 1 3 

TttajtJt (30) . ^h^fz^m^us^o^±x'm.m^. rjSL, finL, 7^ 

■y'^:i.9U-7\-^'yy A~ i^W-iy^] -fjjrlV. ^^^y^(^2 5%EtOAc. 
yy^^^Vk. CHC 1 3 tti^09%MeOH) {Zi.^mWfhb . h 7 ^X- 3 - h U 771- 

:tn;^ b^>'-t'7x-;k-4-x;i/:l^yS {4- [ (4-i^';<^;l/TSy-^-^y U y 
-2--i)VTiJ) -y^^)V^ ->'9'0^^i^)Vyt-^)V] -T^Y {llmg.. 0. 12 
5mmo 1 ) ;{)iefe(7)|l<2|jt LX%^Kfz, 

ESI MS m/e 614, M + ; iH NMR (200 MHz, CDCI3) <3- 8.07 (d, J = 8.4 Hz, 1 H), 7. 
82 (d, J = 8.8 Hz, 1 H), 7.38-7.67 (m, 9 H), 7.03 (ddd, J = 8.4, 6.2, 2.2 Hz, 1 
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H), 5.11 (brs, 1 H), 4.71 (brs, 1 H) , 3.35 (t, J = 6.2 Hz, 2 H) , 3.27 (s, 6 H) , 
2.73-2.90 (m, 2 H) , 1.67-2.03 (m, 4 H), 1.30-1.64 (m, 2 H), 0.75-1.16 (m, 4 H). 

[0311] 
IIIS^J19 

[^tl66] 



[0312] 

x-f-yTA : h^yx-^^^y- 1 { 4- [ (4-^'^f~;^r5y- 

ESI MS m/e 490, M + ; NMR (300 MHz, CDCI3) d 7.81 (d, J = 7.8 Hz, 1 H), 7. 
38-7.54 (m, 2 H) , 7.02 (ddd, J = 8.3, 6.6, 1.7 Hz, 1 H), 5.01 (brs, 1 H), 4.45 ( 
t, J = 6.2 Hz, 1 H), 3.36 (t, J = 6.2 Hz, 2 H), 3.26 (s, 6 H), 2.86-3.04 (m, 4 H 
), 1.70-1.96 (m, 6 H), 1.12-1.65 (m, 11 H), 0.76-1.11 (m, 8 H). 
[0313] 



hyyy^-r^^'<y-2-x/vt^ym {4- [ {4-=J^i->VT5./-^i-YUy-2 

--<;t/TSy) -y-f;k] -^^yn-x^^-zi/y^/i-} -rsK 



xfyTA: b^yx-7°n^N°y-2-x;i/.-^yit {4- [ ( 4 - i^'y ^;i^7 S y - 
^i-v'^jy-i-^jUTiJ) -y-f;H -i^ya-x^^./iy-f;!/! -tskco-^jjSc 

mmmi 5c0XT"/rAVniotifzhyyx-N2 - ( 4 -TSyy ^;l/-i^^'nA.dr 
>^;ky-f;k) -N4 , n4 -i;p<^;k-^^yuy-2, 4-i^T5y ( 2 2 7mg. o 

. 7 2mmo 1 ) 0OCH2 C 1 2 ( 4 m L) !^5®?StC. i/'-^ VTatil-X^/kTS y ( 2 
6 1. 5 Immo 1 ) ^Mlfz. ZCOM^^i 4°CI,Zi%MiL. Uit2-runy 

X;l/;^-;K 1 0 8mg. 0. 7 6mmo 1 ) COCH2 C 1 2 ( 1 m L) fl^ 5°ClilT 

T-jnxfc, ■zcr)U.mM.'^m^:m:^x^i2nmmnLtz., me*, isfoNaHcog/KmfS 

7KJi&CHC 1 3 T«U^ (SHI) „ -^h^tz^mM^Ms^O^ ±X' 

ytfioee^EtoAc) fci DffS^^&i:. ^^yx-T^y^°y-2-x;^4^y® [a 
- [ (4-i^'y^;ixTSy-=^-^v'Uy-2--^;t'T5y) -y-f;i/] -i^yn^^i^;^ 

y^;l/} -TS H ( 1 3 5mg. 4 5%) >6«fecOiaf*ct LT#^.#l/i, 




do 




6"b 



[0314] 
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ESI MS m/e 420, M + ; iH NMR (300 MHz, CDCI3) <3- 7.81 (d, J = 7.8 Hz, 1 H), 7. 
39-7.52 (m, 2 H), 7.02 (ddd, J = 8.3, 6.5, 1.7 Hz, 1 H), 5.02 (brs, 1 H), 4.22 ( 
t, J = 6.2 Hz, 1 H), 3.36 (t, J = 6.2 Hz, 2 H), 3.27 (s, 6 H), 3.09-3.21 (m, 1 H 
), 2.97 (t, J = 6.5 Hz, 2 H), 1.75-1.97 (m, 4 H), 1.39-1.64 (m, 2 H), 1.37 (d, J 

= 6.8 Hz, 6 H), 0.85-1.12 (m, 4 H). 

[0315] 

mmm2 1 




N2 - [1- {4--f'a^-2-h^Jy)\^:t'a:>(h^>'-^y-^yXfV-t^-)l') -t°n 

'ji^>-3--f;H -N4 , N'i -=jj<^}i'-^-tYvy-2, 4-=Jriy 

[0316] 

Xx-yTA: l-(4-7'nt-2-hU7;t':tO;^b^i^ -Ky-\^yX)lt^-fV ) 
- t°n U i>> - 3 - ^ >IT S y^WMco-^Jii 
t°nU>>>-3--^/l/- ;^?;t/A~5yitt-7'>;l/XXx^l/ ( 1 . OOg. 5. 3 7mm 

0 1 ) iOCHj C 1 2 (1 OmL) mMiZ. i^A V 7° P b°;l/X^;l, T 5 > ( ] . 9 6mL 
, 5. 9 2mmo 1 ) ^Mtfz. ^ c^?.^-^^ OrtJtfflt. JS^l:4 2 - h U 
y)V:^^>iY^-^-'^y^yX)Vt^-}V (2. Olg. 5. 92mmol)£0CH2Cl 

2 (1 OmL) mm^\o°cmx'ixitfz. ;ioRjtB?g-^ft^4°c-c-i 5^^r^jsffL, c 

HC 1 3 *5j:li;'tgftINa.HC03 *^§?«(C?^:0^t/i, 2'>iOffl*-5>iSL . *llSrCHC 1 

ETi^zm^t^iti y , mm^(mmmhtitz. :i<m^^c hc u (5 omL > 

iiZ^ EtOAc (5 OmL) ^OAMOMWljY'MitWltz, CC^nftt^^'k'm^X- 

ffL, rilL, EtOAc-C«L, METtclSS^^Sk. 1- (4-7-n^-2-f 

)Vtu^v^i^-'<^y'^yx)V^^=:.)V) -\^u^)-jy-3-4)vr^yi^mM. ( i . 

83 8 0%) ifi^^<mi¥bLX%Mz. 

ESI MS m/e 388, It GlSf M) ; ^H NMR (300 MHz, DMSO-d6)(3- 8.44 (brs, 3 H), 7.82-7. 
94 (m, 3 H), 3.76-3.84 (m, 1 H), 3.42-3.58 (m, 2 H) , 3.23-3.40 (m, 2 H) , 2.10- 
2.23 (m, 1 H) , 1.88-2.02 (m, 1 H). 
[0317] 

XT>y7°B : N2 - [ 1 - ( 4 -7*0^- 2 - h U 7;P^n;'C h^f ;^-A;y-tf yx;^ 

i^-;p) -enu>>>-3--^;u] -N4 , m -i;y(.^)v-^i~v^jy-2, A-i^r 
^y(^^^k 

ESI MS m/e 560, M + ; iR NMR (300 MHz, CDCI3) 7.82-7.89 (m, 2 H), 7.40-7.75 
(m, 4 H), 7.08 (ddd, J = 8.3, 6.8, 1.5 Hz, 1 H), 4.83 (brs, 1 H) , 4.53-4.64 (m, 

1 H), 3.75 (dd, J = 10.3, 5.8 Hz, 1 H), 3.48-3.64 (m, 2 H), 3.44 (dd, J = 10.3, 
4.4 Hz, 1 H), 3.27 (s, 6 H), 2.21-2.36 (m, 1 H), 1.86-2.00 (m, 1 H). 

[0318] 

m.m2 2 
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N 



O 0 O^r 



i/^-4-7-n^-N- {4- [ (4-i-'^^/^TS7-df^yyy-2— fyl/T^y 

75 H 
[0319] 

X'r^yrA: i^X- [4- {t-yV^i^t})Vt'-}Vr^J-^'^)V) -iy^Xl^K^ 

'yjv^ ] - A /W s t - 7>;l/xxf;l^^0-^^ 

0 C(;:j#iJlL/;:Me OH ( 2 2 OmL) (C. iMt'f'r^-lV ( 5 2mL) ^ 1 0°Cjy,TT- 
^nA,drify-l, 4-i^';&;I/;j<>^ (3 0. Og. 1 74mmo 1 ) ^jDi., :i<7ym.-^ 

^^msx'iA^mmnL. mkhi^. ^s^chc 1 3 t:i§*^L. lawNaHcog 

mmt.zm\ ^KW&chc 1 3 t-ttttlt;^ (SUl) , ■^^5iJ:/i*1Di&MgS04±-c 
r}iL . ?i«L./i. **-ftr/l/5-'^Ay^'>i^ ( 1 3. 2g, 3 4 8inmo 
1 ) £7)THF (I OOmL) mmik - 2 Q'C^^LIZ . m^'^^TWY (20 OmL 

) mm-k\mwL. ^(^yiftt;m-i:mk^-z'3m^m.nLfz. Mje^Na2 SO4 • 10H2 o 

■C#±§^i:. "zvA h^N°>y Kt«t. ?Ht/^c„ a^tli7)h/Wxy ( 5 0 OmL) mm 
^Z. by7x-;l^7^X7^y (37. 2g. l 4 2mmo l ) &JDX;^^o 4'CtCj^aiLJt 
^«irt-^W:7^';W S F ( 20. 9g. 14 2mmo 1 ) fcj;t/h;L'Xytf<;04 0%r 
y'>'';3!?;U;J^yK>''X^;KDEAD) (61. 7mL. 1 3 6mmo 1 ) Sr2 5iJ-Wr 

Mltz. iiOKJE^M-^ft^SiSTi 2B#r^jSffL. H2 otdiv^/;'. *ii^CHC 1 3 T' 

ttHiL/i (30) . ^h^tz^mmt. Mgso4±T-^'M$^i:. riit. m 

■It-I- fc , S^comi^ (16. 5 g ) .liOiafr (16. 5g, 41. Ommo 

1 ) <7)EtOH (73 5mL) t F5i;y7j<^a ( 2 0 . 5g. 4 1 Ommo 

i ) i:mifz. M^rmirr^z2. 5mmmnL. mmuz. mm^iio% 

ykmit-r h y ^~h7kmW (120mL)iDj;V'l, 4 - 'J^^^y ( l 6 O m L ) ^zm^}' 
Ifz. 7m±r:-i%&lfz^cr)Mi^m>/Z, (Boc)2O(3 0. 4g, 13 9mmol) 

iMl. zcoM^'^^m^Vi. 5if#rBl«fft. H2 oiz'iiv^fz. 7j<)i&CHC 1 3 T-ft 

tHL^c ( 1 00) „ ^h^fz^mmiM s SO 4 ^x-mm^'it. ^mt. mmuz. 
m^^-^ym^m^^. ri^t, ^^v-yximi. mjrfi^zm^^^it. i^x- [ 

4- ( t-7>^>';^;k^;-;i^75 7-;^^;k) -£^^'o^^£^;l^;><f-;H -;i!?;WN'sy 

^t-T'^/L'XXT/K 5. lOg. 9%) ^efe<7)ia#:t LT#^.tLJt„ 

ESI MS m/e 365, M + Na+ ; iH NMR (300 MHz, CDClg)^ 4.49-4.59 (m, 2 H), 3.05 (t, 

J = 6.6 Hz, 4 H), 1.29-1.69 (m, 28 H). 
[0320] 

X'T-yTC : iyX- (A-7^J :^^)V-i^9u^^i^)Vyt-^)V) -:^)VJ<.iymt 
-rf-zUxxr/UiO-^lt 
iyx- [4- ( t-7>=3fi^?5';krK-;l'rsy-;'f-^;l') -iy':^u^^i^)Vy<^)V^ - 

f])VJ<.^ymt--7'^)VJZX'f)V {2. 5 5g. 7. 4 5mmo 1 ) tfOCH2 C 1 2 (4 
OmL) mm^Z^ EtOAc (4mL) ^(DA MO^iMt'Y-m^Mltz . 1 tOOTM-^^ljSr 

m&x'5mmmnL. mmitz. i , 4-'j^^^y ( 2 omD mui 0% 

b y '^^i.TkJt?! ( 4 0 m L ) t . * t /iJt?g^*?S±T'J^a] t )t „ ( B o 
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c) 2 O (829mg. 3. SOmmo 1 ) ^ffijDL. M^im.^^T3mmmnLfz. 

TKii^cHc 1 3 -c-ftaiL/i (3111) , -^h^fz^mmmsso^^T^m^^. rm 

L. mmt. yy-yi^^l^u-rhi^'yy^- (i^V:^y)l. CHC 1 3 rpcr,9%MeOn 

S8t -7'^/^xx^;^ ( 2 5 5mg. 1 4%) *^»fec^>j--f /Pt LTf#^.tl/-c„ 
ESI MS m/e 243, M + ; iR NMR (300 MHz, CDCI3) <3- 4.58 (brs, 1 H), 3.06 (t, J = 
6.7 Hz, 2 H) , 2.60 (d, J = 5.9 Hz, 2 H), 1.28-1.70 (m, 19 H). 



Xr-yTD : i^X- {4 - [ (4-y.?<^;t/TSy-^-^y'U>'-2--<;t'T5y ) 

ESI MS m/e 414, M + H+ ; iH NMR (300 MHz, CDCI3) <3- 7.81 (d, J = 7.8 Hz, 1 H) ,7. 
42-7.52 (m, 2 H) , 7.02 (ddd, J = 8.3, 6.3. 1.9 Hz. 1 H), 4.52 (brs, 1 H) , 3.45 ( 
t, J = 6.6 Hz, 2 H), 3.27 (s, 6 H), 3.08 (t, J = 6.5 Hz, 2 H), 1.34-1.86 (m, 19 
H). 



XrvTE : i^X-4-7-n^-N- {4- [ ( 4 -i^'^^;l/T5 ^-^^V' U y- 

ESI MS m/e 616, M + H^ ; iH NMR (300 MHz, CDCI3) <5 7.90 (d. J = 8.9 Hz. 1 H) , 7 

.81 (d, J = 7.8 Hz, 1 H) ,7.41-7.58 (m, 4 H), 7.03 (ddd, J = 8.2, 6.6, 1.5 Hz, 1 

H) , 3.41 (t, J = 6.5 Hz, 2 H) ,3.50 (s, 6 H), 2.90 (d, J = 7.3 Hz, 2 H), 1.32- 
1.86 (m, 10 H). 

[0323] 
lllfi^J2 3 



^^X-A-yu^-n- {A- [ {A-'J:;i't)VT^/-^-fV\}y-2-A)lT^J 

) -^i-fi-l -^^'n^^5x;i/} -2-h*Jy)U-^u^h^i^-Ky-i£yx}i-t^yTi\^ 

[0324] 

X-f^yTA: i^X- {4-\iYV3^>'^^)l—>-^Vi^^i^)l') -^r)W^S.ymt- 

yi-)VJ^X7-)Vcr>^^ 

i^X.-A-T^J-ly^rt^^^yi})Vt^ym{2AAs. 1- 70mol)iOMeO 
H(2. A51.) mMim-Q°C{Zi%mLfz. mt^:^=~)V {A5 . OmL. 6 17mm 

o I ) ^:mMLfz. ^kwrn^m^TA. snwmnL. mm-tth. &^(rmmm 

/^tl/So iiOSlftiOCHC I 3 (3. OOL)®?g?SCC. hyx^;k75y (26 ImL 
. 1 . 8 7 mo 1 ) fcit^- (Boc)2O(409g. 1. 87mol) ^iSMLTjDi 

tz. zcr)mm-^mm§rt:'5n^'mL. 7W:ai^/2\ vm^cnc 1 3 Tm\&Ltz ( 
30) , ^h^tz^mm^Msso^^ALT^m-^^. r^it. mmh. ^^^y^i^^nv 

b^''77-f- CHC 1 3 a^Ti-t^^^ CHC 1 3 t^Jt?) 1 0%M e OH ) 

"^mmthh^ m^(^^4fu ( 5 3 1 g ) :«)if#^>ifi/i„ -4°ctciijaL/i*mT;i'S^ 



[0321] 



[0322] 
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i^AUi^-^A (78. 3g. 2. 06mmol)<P0Et2O(7. 9L) SS^iSt::. i^O 

^^;K53o. 9g)(0Et2O{5. 3L) mm^ o'cxi}\i itz . ^ttzmmm^M 

3oomL) ^zmm^^. rmt. ^^-9-yT»L. ms.Ti,zm^^^^t. >x- ( 

4-h Kn^>'^^;l/-i/^'n^^i/;l/) -ii)Vf'^iymt-y^)VJ^XT)V (30 1 g 
, 7 7%) *^afec^lI#;fcLTt#^>tLit. 

ESI MS m/e 252, M + Na^ ; iH NMR (300 MHz. CDClg)^ 4.30-4.82 (m. 1 H). 3.75 (br 
s, 1 H), 3.51 (d, J = 6.2 Hz, 1 H), 1.52-1.77 (m, 7 H), 1.45 (s, 9 H), 1.16-1.36 

(m, 2 H). 

[0325] 

Xrv7°B : iyX- [4- (^>->'7l':t^>';^';l/4^"-;l^T5 y-;"*-?-/!^) -iy^u^ 

i^^- (4-h Kn=3f>-;^-?-;k->-i?n^^i/;k) y^t -7'^;l-Xy?.f 

(17. 7g. 77. 2mmo 1 ) (JOTHF (24 5mL) WM^iZ^ \-^)y 3^-)V-^^Xy 
(20. 2g. 7 7. Ommo 1 ) j:t>'7^;K 5 F (11. 4g. 7 7. 5mm 

o I ) ^wmiXMUz. #it«ia*7|c?g±T-?^fflL. b;Pxycficr)4 0 %Ty>>-^ 
A.t:>ftg>x-f/l (DEAD) *mrBWfCJP;i/i. clc^RJ5iS^II^!fi))^S?at-2 . 5 0 
reiffltft, «L-.. 75-7^a.^nVh:/57^- (Mi^^^/L-, ^^Hfy 4^ 3 3 %E t 
O A c ) (.C.4; tjfflM-ri) i: , efe(7)[lI*;^)^'#<^i-Ll> , .li?:)!!!* (27. 5g)iOEtOH 
(27 SmT,) h K7>^>7Kfn!f<?5 (5. 76g. 11 5mmo 1 ) ^:Mttz. 

hU'>A7(« (3 50mL) t»-Lit, tKJI&CHC 1 3 TttajL/i (30) , 

^fz-^mm^Msso^ ix-mk^^. riit. mmhtz. ^(D-mmcocvic 13(2 

7 5mL) mMz. bUx^;l/TSy (8. 54g, 84. 4mmo 1 ) ^Mttz. 
tzmm^. 0°C{Z{^^L. ZC 1 (14. 4g, 84. 4mmo 1 ) ^: S^CVXTTMUz 

. i(DKmn,-^mimLX'i e^^mmni. maNauco^rmmiiz^^^fz. ymic 
Hc 1 3 -mmiti (30) „ ^h^fz^miMsso^±-cm,m^^. pml. mm 

L. yy-yiyj.^U'?hi^yy^~ {i^^)i)'f}V^ CHC 1 3 4'<^2%MeOH) [Zii^ 
mmthb. i^X- [4- {Ky^J}Vi^^i^i}}],Tf.-)Vr^J-yii~}]y) --y^u^^i^ 
JU] -;5f;WN'S>'igt-7'^;PXX-f/l' (2 5. 3g. 9 1%) *i*fe(JO:t-<;Pfc LTf# 

^tifz. 

ESI MS m/e 385, M + Na+ ; iR NMR (300 MHz, CDVA^J d 7.27-7.38 (m. 5 H) , 5.09 (s, 
2 H), 4.76-4.92 (m, 1 H) , 4.42-4.76 (m, 1 H) , 3.72 (brs, 1 H). 3.10 (t, J = 6.4 
Hz, 2 H), 1.48-1.75 (m, 7 H), 1.44 (s, 9 H). 1.13-1.31 (m. 2 H). 
[0326] 

XTyTC : xX- {4 - [ (4-^/^^;^rSy-^:^VUy-2--< 71/757 ) 

-^^;t/] - v-^nA,^^;!/} -X?/W>'S yggt -7'-f /L-xxf/t^co-^lt 
i-;^- [4- (^yi^;k:t^i-^;Kt^-;i/T5 7-;<^;i') -x^n^^i-A ] 

^^'SySSt-y^/L-XXf-yt/ (4. OOg. 11. Ommo 1 ) i3j;V5%Pd/C (4 
OOmg) i}^^ts^MeOH (40mL) ^COM^miy\<mWmmri'Z^ MSrS. 51^ 

^y^i^zmm^^. ^c^mmm^mMLX'so^mmnLfz. pmizxmi^^mib. 
^yx-mwL. ^m^fz ( 3 . 0 3 g ) , mmm 1 «x7^v7°B-ci#^.tLfc ( 2 -^n 

^-df-^V■•yy-4-^/^) -^'^^/l^-rSy ( 1 . OOg. 4. 82mmol)i3j; 
VmlE<7)ia#; ( 1 . 6 5g. 7. 2 3 mm o 1 ) 2 -7°nA-7-;L' (1 0 mL ) 

^c^xM^miMmriz5ummwL. iawNaHco3 7i<ii«±r, /khstchc 1 3 

XlAHiLtz (30) „ ^i9-ii:)^c*-aii^MgS04_hT-^Ji$-ti:. riiL. imt. 7^ 
■y>'A^'nvb^'77>f- (NH-i/y;?D^r';K '^=^-9-yc|3C:)2 0%EtOAc ) {ZX ^ 

mmr^t. i^x- {a~ e {A~iy^^)VTiy-^i-v'')y-2~A)vr^y) 
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-iy^u^^iy)^) -;!if;W^SyKt-7'^;kxXf-;K 6 2 9mg. 4 3%) 

ESI MS m/e 400, M + ; iH NMR (300 MHz, CDCI3) 5- 7.81 (d. J = 8.2 Hz. 1 H). 7. 
42-7.56 (m, 2 H), 6.98-7.06 (m, 1 H), 4.64-4.75 (m, 1 H), 3.67-3.82 (m, 1 H), 3. 
29-3.44 (m, 2 H), 3.28 (s. 6 H), 1.50-1.78 (m. 7 H) . 1.45 (s, 9 H), 1.21-1.42 (m 

, 2 H). 
[0327] 

X-f -yTD : -T'n^r-N- {4- [ {A-'J^i-JlT^J-^i-YVy- 

2--<;i/TSy) -i^i^nA.dri/;!/} - 2 - h U 7;l/:tn;>( ^^>'-0'■^f y 

ESI MS m/e 602, M + ; iH NMR (300 MHz, CDCI3) <3- 7.91 (d, J = 8.9 Hz, 1 H) , 7. 

82 (dd, J = 8.0, 1.0 Hz, 1 H), 7.42-7.56 (m, 4 H). 7.04 (ddd. J = 8.3, 6.6, 1.6 

Hz, 1 H), 3.44-3.50 (m, 1 H), 3.40 (t, J = 6.0 Hz, 2 H), 3.28 (s, 6 H), 1.22-1.7 
8 (m, 9 H) . 
[0328] 
^it^J2 4 

utnu 




^^X-4-y\J^-N~ [4- {4-i^:?<-f-)lT^y-^i'V"0y-2--^ fUT^y) 
[0329] 

x.Xf}V(r)^^S. 

mtWVz 3cryx'f-/rcx'%t:^fifziyx^- [4- {Kyi;-iv^^> tATY-^)iT^y- 

-i^^u^^^-l]/] -/HWiZymt-7'i-)UJ^Xf-)l {1 2. 9g. 35. 6 
mmo 1 ) tOEt OAc ( 1 2 9mL) Mm^, EtOAc (129mL) ^(DAMCOt^ 

sri^znm^fz. mm. MftNaHcog ymmizmt^Ltz. tkmstchc 1 3 x-m 
tHL ( 5[5]) . Mgso4±mMS€. PML. mmi. MffTt^^^s^st. i^x 

- {4-T^/-'^^rt^^'^)V^i-)U) -;^;PA-Si/^<yi;;px.Xf-;l' (8. 88 g 

.9 5%) ^%fe^^^^;^t tT#A.tl^-% 

ESI MS m/e 263, M + H+ ; iH NMR (300 MHz, CDCI3) 7.36 (s, 5 H), 5.12 (brs, 3 H 
), 2.96-3.32 (m, 3 H) , 1.36-1.98 (m, 9 H) . 
[0330] 

Xr-^/TB : i^X- [4- (4-i^'^f-;l^T5y-^-^V'Uy-2--f;l/TSy) - 

mmm i to^^ -y TGio^jnis lt , mmcoit-^^ntz . 

ESI MS m/e 434, M + H^ ; iH NMR (300 MHz, CDCI3) 5 7.81 (d, J = 9.0 Hz, 1 H), 7. 
26-7.52 (m, 7 H) , 7.01 (ddd, J = 8.2, 6.5, 1.7 Hz, 1 H) , 5.10 (s, 2 H) , 4.93-5.0 
6 (m, 1 H), 4.82-4.93 (m, 1 H) , 4.18-4.28 (m. 1 H), 3.26 (s, 6 H), 3.11 (t, J = 
6.3 Hz, 2 H), 1.80-1.93 (m, 2 H), 1.52-1.73 (m, 5 H), 1.23-1.40 (m, 2 H) . 
[0331] 
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ESI MS m/e 602, M + ; iR NMR (300 MHz, CDCI3) S 7.90 (d, J = 8.9 Hz, 1 H), 7. 
81 (dd, J = 8.3, 1.3 Hz, 1 H), 7.38-7.59 (m, 4 H), 7.02 (ddd, J = 8.2, 6.8, 1.2 
Hz, 1 H), 4.75-5.24 (m, 1 H), 4.1^4.27 (m, 1 H), 3.27 (s, 6 H) , 2.86 (d, J = 6. 
4 Hz, 2 H), 1.78-1.91 (m, 2 H) , 1.51-1.70 (m, 5 H), 1.21-1.38 {m, 2 H). 
[0332] 

mmm2 5 

UW2] 




4-7'n^:-N- [1- {4->';>(i-}VT^y-^i-YVy-2--^fV) -enUi^> 
[0333] 

Xr-yTA: [1- ( 4 ->>';'{^;kTS y-^-tV" U 2 ->f /t-) -tnUi/>- 

ESI MS m/e 358, M + H+ ; iH NMR (300 MHz, CDCI3) & 7.81 (d, J = 8.2 Hz, 1 H), 7. 
45-7.54 (m, 2 H) , 6.98-7.05 (m, 1 H), 4.67-4.80 (m, 1 H), 4.25-4.40 (m. 1 H). 3. 
85-3.94 (m, 1 H), 3.68-3.79 (m, 2 H), 3.52-3.62 (m, 1 H), 3.27 (s, 6 H), 2.16-2. 
28 (m, 1 H), 1.86-2.01 (m, 1 H), 1.45 (s, 9 H). 
[0334] 

X^^yTB: 4-7''n^-N- [1- { 4-'J;<f-}\^T ^ / -^i-YV y- 2 
) -h°nUi^>-3--<;l/] -2-hVy)l:^n;<h^i^-Ky-i£yx;Vt^y7^¥<r)'^ 

mmm i coy.^ ■/ mco^mim ix , mmco^t^m^mz , 

ESI MS m/e 560, M + H+ ; iH NMR (300 MHz, CDCI3) .J 7.94 (d, J = 8.4 Hz, 1 H), 7. 
81 (d, J = 8.1 Hz, 1 H), 7.44-7.58 (m, 4 H), 7.03 (ddd, J = 8.4, 5.7, 2.6 Hz, 1 
H), 4.76-5.04 (m, 1 H), 3.96-4.11 (m, 1 H), 3.70-3.82 (m, 2 H), 3.58-3.68 (m, 1 
H), 3.45-3.54 (m, 1 H), 3.25 (s, 6 H), 2.11-2.24 (m, 1 H), 1.86-1.99 (m, 1 H). 

[0335] 
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4-7'n^:-N- [4- { 4-=j^i-fvr ^ / -^i-YU y- 2--{ )Vr ^ / } -Ky 
'J/vi - 2 - b y 7;t->j-n^ h^i^-^y^yx/vt^yr^ ¥ 

[0336] 

xf-vTA: {A-r^y-Kyiy/v) -:^fW\^ymt -y^jix.xr-)i'<^'^f& 

4-T5y;<^;l--7x-;l/TSy (l. OOg.8. 19mmol)c7)CHCl3 ( 
lOmL) miBZ.^ hiJX^;l/TS>- (870mg. 8. 6 Ommo I ) ^Mlfz. 
±Ti%mUzmz. {Boc)20(1.88g. 8. 61mmol) imMLfz. ^CO 

3 TmmLfz (3 0) , ^h^mmi. Mgso^±mm^^. rj^t. mt. 

yy-yi^^^U'?l-i^^y^~ (i^V^^yjl. CHC 1 3 4ic09%MeOH) t;J: OffiS 

-fl>i:. (4-TSy-<y>>Vk) -;^^;w^■5yi^t-7"■-?-;^x;^.r;^ ( 1 . 79g, 9 
9%) *^-^Ei^.)y(4:,h ixmhti^. 

ESI MS m/e 245, M + Na+ ; iH NMR (200 MHz, CDClg)^ 7.07 (d, J = 8.4 Hz, 2 H), 6 
.63 (d, J = 8.4 Hz, 2 H), 4.76 (brs, 1 H), 4.18 (d, J = 5.3 Hz, 2 H), 3.65 (brs, 

2 H), 1.45 (s, 9 H). 

[0337] 

XT^rB: 4-7"n^-N- [4- { 4 -'J^i-JlT Z / -^i-V'J y- 2 - /l 
rsy) -Kyi^'n] -2-hUy>Vytr:;<h^y-Ky-i£yxfit^yriV(^^f& 

mmmicoxT'vrBTn'^tirz {2-9uu-^^v'}y-A-A)V) ~i^^i-)v- 

r^y (1. OOg, 4. 8 2mmo 1 ) it/' ( 4 -T S /-^y^Vk) -^^Wn'SV 
ffit-T'^/l^XXx/l^ ( 1. 28g. 5. 7 6mmo 1 ) 3&^^,^:-6 2-rny>V-;K 1 

omL) ^com-^mm^i,z3mmmnL. i^mt. mm^a.Hcosy^Mzm\ 

tKM^CHC 1 3 -C^aiL^C (30) . -^:b-1i:!^c*ffiJi&MgS04_h-C-|g'^S-*, rii 
L. JillL. 77'yv'j.^'n-7h^-77^- ( NH -i/iJ;{f^rVl/. ^^^y^(r>2 0%E 
t O A c ) J: 'Ommtl t , im€.(Omiii ( 2 . 3 2 g ) ^^'tt^iix;^^. ;^^jE]#: ( 7 5 
Omg, 1. 91mmol)c7)EtOAc (7mL) '^WO/Z^ EtOAc (7mL) ^<7^ 

4Ma)imt^miMifz. ^comm^m^T2mmmnL. mmt^t. afecosift*^- 

ni^tlt:. ^i^EIftOCHs Cl 2 ( 5mL) ^}S?StI. i^-f V 7°n hVl-X^yl^T 5 >- ( 
7 3 0//L, 4. 19mmo 1 ) ^iUlfz. ;c^?fK^!|^^7R?§_hT-}#at. JS4l:4-7-n 

'^-2-h'Jyfl':^nyh^y-Ky^yX;lt^-!l (7 7 7mg„ 2. 2 9nimol ) 
i^CHjClj (2mL) ?§?g^?SML/c, RKM^^!f^'r. JiT' 9 B^rsllSff L , $m 

NaHcog ymm^zm^tz,, 7Kii*cHc 1 3 Tmn^itz (30) . ^i^itz-c^sii* 

MgS04±T-|gS$-fr. riiL, «IbL, 4'ffi«ft;^n-7h^'^7^- (NH-v'JX? 
yjl. A,df-tfy[^qo2 0%EtOAc) i DMM't.S t . 4-7"nt-N- [4- (4 
-y^^;UTSy-^^V''J>'-2— ^/l-TSy) -O-i^Vk] - 2 - h U 7;P>rn;< h 

^^-^y-ir>x;i/;^yrs ( 5 1 9mg. 5 6%) mm^(^m^t LXni^tlti. 

ESI MS m/e 618, M + Na+ ; iH NMR (300 MHz, CDClg)^ 7.88 (t, J = 9.0 Hz, 2 H), 7 
.64 (d, J = 8.6 Hz, 2 H), 7.48-7.61 (m, 4 H), 6.98-7.20 (m, 4 H), 4.96 (brs, 1 H 
),4.13 (s, 2 H), 3.34 (s, 6 H) . 
[0338] 
l6tfti^J2 7 
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4-7n^-N- {4- [ (4-i^■^^;^rsy-^:^y■yy-2-^;^r5y) 

-Ky'JfV} -2-hU7;P:ta^hdr>'-A;y-fe'yx;t'4^>'rS F 
[0339] 

4-rsy;<f■;^-^yi^v^rsy ( 1 5. og. 1 1 ommo i ) cochc 1 3 (s 

5mL)}§?S(.C, (Boc)2 0(3. 0 3g, 13. 9 mm o 1 ) £7)C H C 1 3 (45 
m L ) JSifxS- 3 . 5 Il#t5j/J^( t-C iAJD I tz . Z 1 3 B^ralSff L . ^Iffi 

Uc„ H2 Ot?§*^L^cf^t, 7j<Jg^EtOAc-cmt/:: (3 0) . '^h-\tfc:^mm^ 

H2 oT'ac?ft (3 0) . Mgso4±T-^^$-ti:. rmt. mmtik. (4-rsy 

_;^;^y^-aygt-7>;kXXT-;l' (3. 2 0g. 1 2%) t^^CO 

ESI MS m/e 237, M + ; NMR (?00 MHz, CDC1;)5 7.21-7.30 (m. 4 H), 4.86-5.02 
(m, 1 H), 4.29 (d, J = 5.8 Hz, 2 H) , 3.84 (s, 2 H) . 1.46 (s, 9 H). 
[0340] 

^T77°B : {4- [ (4-s/;<^;krsy-=¥^yuy-2— f;prsy) 

;H -Ky 1:^)1) -;5f;W^'S y^t -7'f-;l/XXf-;K7)-^^ 

ESI MS m/e 408, M + ; iH NMR (300 MHz, CDCI3) d 7.85 (d, J = 8.2 Hz, 1 H), 7. 

47-7.55 (ra, 2 H) , 7.37 (d, J = 8.0 Hz, 2 H), 7.24 (d, J = 8.0 Hz, 2 H), 7.05-7.1 
0 (m, 1 H), 5.35-5.45 (m, 1 H) , 4.90-5.04 (m. 1 H), 4.72 (d, J = 5.8 Hz, 2 H), 4 
.31 (d, J = 5.8 Hz, 2 H), 3.27 (s, 6 H), 1.49 (s, 9 H). 
[0341] 

;^x>yTC : 4-7'o^-N- {4- [ ( 4 - i-'j^^^/P-T S y-^-tV U 2 ->f 

;prsy) -y^/L-] -Kyi^ji) - 2-^'Jy;^^^y b^^—^y-trVxyu^^yrs 

ESI MS m/e 610, M + H+ ; iH NMR (300 MHz, CDCI3) 5 7.83 (d, J = 8.4 Hz, 2 H) , 7. 
44-7.54 (m, 4 H) , 7.29 (d, J = 7.9 Hz, 2 H), 7.11 (d, J = 8.1 Hz, 2 H), 7.06 (dd 
d, J = 8.3, 6.3, 2.0 Hz, 1 H), 4.67 (d, J = 5.9 Hz, 2 H), 4.15 (s, 2 H), 3.26 (s 
, 6 H). 
[0342] 
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i^X--N2 - [4- {4-yn^-2-hUy)V:tr3?(h^i^-Kyi^;Ur^/) -i^ 
^'nA,df>-;H -N4 , N4 -i;^i~fU-^i~YU y- 2 , 4-'JT^y 
[0343] 

Xf-vTA: iyX-N^ - [4- { 4 -7^^- 2- y h ^iy-Ky -J 

;PT5y) -i^^n^^i/;l/] -N4 , N'i -i^;<i-)]^-^i-V9y~2, 

ESI MS m/e 560, M + Na+ ; iH NMR (300 MHz, CDClg)^- 7.80 (dd, J = 7.9, 0.9 Hz, 1 
H), 7.3^7.51 (m, 5 H), 7.01 (ddd, J = 8.3, 6.4, 1.9 Hz, 1 H), 4.95-5.18 (m, 1 

H), 4.08-4.22 (m, 1 H), 3.81 (s, 2 H), 3.25 (s, 6 H), 2.55-2.70 (m, 1 H), 1.65- 

1.90 (m, 6 H), 1.29-1.65 (m, 2 H). 
[0344] 

mmm2 9 



=^x-N- [4- (4->>';^^;prsy-^-;-v''i > -2- -f^t-rsy) -i^^vi^^ 

[0345] 

XTyTA: i^X-N- [4- {4-'J^i-fVr^y-^i-YUy-2—i)Vr^J 
) -^^^A.^v;^] - 2-hVy!Vyrn^h^iy-Ky-\£yx>it^yr$.}^<r>^f& 

ESI MS m/e 532, M + Na+ ; ^H NMR (300 MHz, CDCIs)^ 8.06 (dd, J = 8.1, 1.9 Hz. 1 

H), 7.81 (dd, J = 8.4, 1.4 Hz, 1 H), 7.36-7.66 (m, 5 H), 7.03 (ddd, J = 8.3, 6. 

7, 1.5 Hz, 1 H), 4.72-5.07 (m, 2 H) , 3.95-4.10 (m, 1 H), 3.32-3.48 (m, 1 H), 3. 

25 (s, 6 H), 1.37-2.17 (m, 8 H). 
[0346] 

mmmso 



N2 - [1- {4-yn^-2-h^Jy)l':^n:<h^iy-^y>A) -h'^'Ji^y-4 



Xy-^yTA : N2 - ( 1 -Kyi^fU-h'^iJ iyy- 4--^ fV) -N4 , N4 -^-V^ 
)l-^^V'Uy-2, 4-i^'TSy<7)-^^ 

mm 1 cox^ V rGcommmmtx . mm<^it-^mmrz . 

ESI MS m/e 362, M + H+ ; iH NMR (300 MHz, CDCIg) <3- 7.80 (d, J = 7.6 Hz, 1 H), 7. 
20-7.52 (m, 7 H), 6.97-7.05 (m, 1 H) , 4.74-4.90 (m, 1 H) , 3.90-4.05 (m, 1 H), 




F 




[0347] 
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3.53 (s, 2 H), 3.26 (s, 6 H), 2.78-2.90 (m, 2 H), 2.02-2.24 (m, 4 H), 1.48-1.62 
(m, 2 H) . 
[0348] 

-2, 4-'JT^y {1. 80g,4. 98mmol)tfOMeOH(18mL) m^l^Z^ 
2 0%P d (OH ) 2 ( 3 6 Omg ) ^Mltz. ^<DiU,-^mi5 0'CX\ tKSUH^TI;: 

^yi-'y-4— f;i'-^-fVU>--2, 4-'jr^y{i. 3 3g. 99%) 

ia#:i: tT#^>fL?t. 

ESI MS m/e 272, M + ; iH NMR (300 MHz, CDCI3) <3- 7.86 (d, J = 8.6 Hz, 1 H) , 7. 
43-7.62 (m, 2 H) , 7.15 (t, J = 8.2 Hz, 1 H), 4.12-4.29 (m, 1 H) . 3.29-3.47 (m, 2 

H), 3.37 (s. 6 H), 2.9^3.12 (m, 2 H), 2.20-2.34 (m, 2 H), 1.79-1.97 (m, 2 H). 

[0349] 

x^yTC : N2 - [ 1 - (4-^0^-2- hy7;l'^n.Xh^^-^yi^» - 

t°^iJi^-y-4--<;l/] -N4 , N4 -i;^f-;t/-=3f^v'Uy-2, 4 -i^'T 5 Vt^-^l^c 

ESI MS m/e 546, M + Na+ ; iH NMR (300 MHz, CDClj)^ 7.80 (dd, J = 8.7, 0.9 Hz, 1 
H), 7.34-7.54 (m, 5 H) , 7.01 (ddd, J = 8.3, 6.6, 1.6 Hz, 1 H), 4.76-4.95 (m, 1 

H), 3.87-4.06 (m, 1 H), 3.52 (s, 2 H), 3.25 (s, 6 H), 2.71-2.86 (m, 2 H), 2.17-2 

.33 (m, 2 H), 1.97-2.12 (m, 2 H), 1.44-1.61 (m, 2 H). 
[0350] 
^^J3 1 

[-ftns] 




N4 , N4 -i;;;<^;P-N2 - [1- (2-hU7;l'3fn;^h^>'-Aiy-b'yx;U;J^ri 
-h'^V'Jy-4--lJ\^:i -^i-YVy-2, 4-'J7$.y 
[0351] 

X-f-yTA: , -i;';^^;l^-N2 - [ 1 - ( 2- hU 7;k^nX 

y-ifyx/i'^^ri/i') -h°^y >>>-4--f/H -^■fy'y>-2, 4 - >^'t s > to^iig 

SIMM 2 0 i?)X-f -y rA(rmmiS.m IX .. *Mi?3^L^ft^f#/-c „ 
ESI MS m/e 518, M + Na+ ; iH NMR (300 MHz, Cm^) d 8.02 (dd, J = 7.9, 1.9 Hz, 1 

H), 7.81 (dd, J = 8.4, 0.7 Hz, 1 H), 7.34-7.67 (m, 5 H), 7.04 (ddd, J = 8.3, 6. 
7, 1.5 Hz, 1 H), 4.81 (brs, 1 H), 3.95-4.12 (m, 1 H), 3.78 (d, J = 12.8 Hz, 2 H) 
, 3.25 (s, 6 H), 2.85-3.05 (m, 2 H), 2.05-2.28 (m, 2 H), 1.50-1.71 (m, 2 H) . 

[0352] 

mmm3 2 
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[4- (4-i^v^;^rsy-^:^ruy-2-^;^r5y) -7x 



X^^yrK: [4- { A -V'^^HT ^ J -^-TY^) >- 2-^ }],r ^ J ) -y :l- 

;t/] -^/WS-$yKt-7>;Pxx-fAi0^ji!<: 

ESI MS m/e 402, M + Na+ ; iH NMR (300 MHz, CDCla)^ 10.05 (brs, 1 H), 7.94 (d, J 
= 8.4 Hz, 1 H), 7.50-7.66 (m, 4 H), 7.23-7.38 (m, 3 H), 6.57-6.64 (m, 1 H) , 3.4 
8 (s, 6 H), 1.53 (s, 9 H). 



Xf->y7°B : 4-70^-N- [4- ( 4 -S^";><^;L'7S 7 -^-f 7" U 2 
EtOAc (4mL) fcj;lA'CH2 C 1 2 (4mL) ^cr> [4- ( 4 - i^';>c ^/WT S 7 

-df-^y"'jy-2--^/i/TS /) -yx.-)V^ -■^)VJ'\^ymt-'7'^iv:s^x^)V {3S 

Omg, 1. OOmmo 1 ) (DMMUZ. EtOAc ( ImL) ^m-\U'JM\t'm^M 

itz, ;^o^M^ft&M^flT"4 9#^B^^iffL, mmtht. u^ii^mwjmhiit::: 

-;K680mg.2. OOmmoDiOCHsCls (30mL) PVP (8 

mL) ^mttz. H«nE(7)ia«JOCH2 C l 2 ( SmD j^jg^Mx/io 

; io^H-^ft 10.5 ^fmn L . r5i L/s . riS^isft N a H c o 3 *?#ig-c-a 

vfL, MgS04 Jif®l§^. riit. fi^t, c|3E?S*^n-eh^-77^- (NH- 

v-y^^^vi-. EtOAc) {zim^m-thb. mmmwz. ic7)E]#:^Et2 ot-^^ 

WL. 5 0r-C"MJ±TtC|gMS-ttl.t. 4-7o^-N- [4- ( 4 - i/^i ^;l^r S 7 - 
=3r-^VU>'-2-■^;^T5y ) -7X-/1'] - 2-hU7;P^n;'<h^>— <>'-^>x;k 

Tj^yrsK (20 2mg. 3 5%) mm^cmm^bLxn^tii^. 

ESI MS m/e 582, M + ; NMR (300 MHz, CDCI3) 5 7.88 (d, J = 8.4 Hz, 1 H), 7. 

73 (d, J = 8.4 Hz, 1 H), 7.64 (d, J = 8.9 Hz, 2 H), 7.51-7.58 (m, 3 H) , 7.44 (dd 

, J = 8.4, 1.7 Hz, 1 H), 7.07-7.24 (m, 1 H), 7.02 (d, J = 8.9 Hz, 2 H), 3.32 (s, 

6 H). 

[0355] 

mmm3 3 
[■ftiso] 



[0353] 



[0354] 




4-7'n^-N- {4- [ (4-i^.;'<^;^T5y-^:^y"'Jy-2->f;^TSy ) ^ 
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[0356] 

Xx'yTA : [4- i t -^h^iy^^Jlt'-zVr ^ J -^i-fl-) -yji-Jl-l 

4-rsy^^;^-7x-;^rsy ( 3. oog, 24. 6mmo 1 ) cochc 1 3 ( 

30mL) WMZ.. bUx-fyl/TSy (2. 6 1 g, 25. 8mmo 1 ) ^"mUz. 
l^rrmUzmz^ {Boc)20(5. eSg, 25. Smmol) ^mMLfz. 

^mft.-^mim^x-5 5J^fmmL. mi^a^wco^ym\mz^\,^tz. Tkii^cHc 1 
sTifiaib (30) . ^h^fz^mm^M^so^iix'mt^^. pml. jnn^st. 

;^x^;^rsy (3. 33g. 25. smmoi) ^Mltz, ^ttzmw.i 4'az<%SiL 

, ZC 1 (4. 40g, 25. Smmo 1 ) i 1 0°C]:^XfT5^m^^l<1-XMlfz., MJEfl 

2mrmm. $mNauco^ ymmizm^^fz. ymicuc 1 3 t-a 
tfit/i (30) . ^h^fz^mmi:Mgso^ -s^mL. -mt. yy-yi^ 

A^n-7hi/^7-f- {i^VAyjl-. CHC 1 3 tf<502%MeOH) l,ZX^mWtlt. 

[4- (t-T^h^i/^/i^^^-zt-rsy-^^/i^) -7x-;H -;^^;^^^'5>'K^y>'V^ 

xXr/P ( 2 . 6 4 g, 3 0%) ^i'SfeiOElfti: Lxn^irfz. 

ESI MS m/e 379, M + Na+ ; iR NMR (300 MHz, CDClg)^ 7.11-7.44 (m, 9 H) , 6.76 (br 
s, 1 H), 5.19 (s, 2 H), 4.81 (brs, 1 H), 4.25 (d, J = 5.1 Hz, 2 H), 1.45 (s, 9 H 
). 

[0357] 

Xf->y7°B : ( 4 -T S y^^/P- >'x:i;U) yK-^yi^VL'X;?.f-;l/JS&aS 

[4- (t-7>^i/;!?;k4<-;i'r5y-yf-;^) -7x-;p] -AfW<^ym^y'J 

]V:t,XTlV ( 1 . 2 5 g . 3 . 5 1 mm o 1 ) cr)E t O A c ( 2 0 111 1 , ) m^i: >}'4§±-C- 
J^iPL, EtOAc (2 0mL) ^c734Mc7)JS{bK*^aP;t;^^. ;c7)<]-i^^^i55r'4i:},St-2 0 

(A-T^J^i-JV-y^^-JV) -i}}Vf^^yW.'<~y'J}V:si:^T}VWm>. (9 57mg. 
9 3%) j6^a-fe(7)EI#:t LT#i^fL/i„ 

ESI MS m/e 279, M + Na+ ; iH NMR (300 MHz, DMSO-dg) d 9.90 (s, 1 H), 8.37 (brs, 
3 H), 7.29-7.55 (m, 9 H), 5.15 (s, 2 H), 3.85-4.01 (m, 2 H). 
[0358] 

xrvTc : [A- [ (4-i^■y■f;^T5y-^^y••u>'-2— ^;i/T5y) -^^ 
-7x-;K yi§^yi^'/Pxxr;L'C73^^ji!(. 

ESI MS m/e 428, M + H+ ; iH NMR (300 MHz, CDCI3) d 7.82 (d, J = 7.5 Hz, 1 H), 7. 
25-7.52 (m, 11 H), 6.98-7.07 (m, 1 H), 6.74 (brs, 1 H), 5.28 (brs, 1 H), 5.19 (s 

, 2 H), 4.65 (d, J = 5.9 Hz, 2 H) , 3.25 (s, 6 H). 
[0359] 

Xf--7TD : 4-yn^-N- \A- [ [A-'J^^JVTi J -^i-V'^) y- 2- ■< 
;l-T5y) -y^;l-] -yx-;K - 2 - b ijy;t':tny b^i/-<y-ifyx;ix4^yTS 

{4- [ (4-i^'yf-/i^rsy-^^yyy-2->f;i'r5y ) -yf-zi-] -yx::!/^ 

) -^;W^'Syig<yi^';kx;^r;t/ ( 3 1 8mg, 0. 744mmol)(7)MeOH(3 

mL) 5%Pd/c (3 0mg) ^MUz. ^<Dm.^mi5 o''cx\ ^mmm% 

Tt:4 1 . 5mmmnL. Yr^y HT«L. WMlfz. U\\:A-y'u^-2-\- 

U y;l/^ny V^iy-Ky-i£y7.)V^^-)V ( 5 0 5 m g , 1 . 4 9 mm o 1 ) c^C H2 C 
1 2 ( 1 2mL) PVP (6mL) ^Hw^fz. ^t-tSM:. |friB<7)^^!il?ItO 

CH2 c 1 2 ( 1 omL) mm^mtfz. m.-^m^m^x'i . 5 ar^jftffL. rst, m 

SlNaHCOg 7j<Mc?±v^:^'„ *^SrCHC 1 3 T'tttHU.: ( 3 0) » ^h^fz^mM 
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^fj^yjU. ^^-^-ytfOSS^EtOAc ) ^zX'Ommi-lt. 4-7'n^-N- {4- [ 

(4-'j^i~fi'r^y-^-tYuy-2-^!vr^y) -^i~>vi -^^n/i^} -2-h 
U7;l/^n^ b^i/-^y-^:>x;i/7^yT5 K {3 30mg. 7 4%) iimm^coWli^t 

ESI MS m/e 596, M + ; iH NMR (300 MHz, CDCI3) <3- 7.83 (d, J = 8.4 Hz, 1 H), 7. 

77 (d, J = 8.4 Hz, 1 H), 7.41-7.60 (m, 4 H), 7.22 (d, J = 8.6 Hz, 2 H), 7.08-7.1 

8 (m, 1 H), 6.99 (d, J = 8.6 Hz, 2 H), 4.56 (d, J = 5.6 Hz, 2 H), 3.34 (s, 6 H). 
[0360] 




hyyX-N-i , N4 -i;^f-;l/-N2 - {4- [ ( 2 - h U 7;i/:tn;>( h^i^-Ky 
[0361] 

Xt^'/TA : hyyX-N'i , N4 -i/'^f-;l/-N2 - {4- [ (2- hU7;L-^n 
;>< h=S->'-'<.^S^>TSy ) ->'^vi^^>')l-^'f'/l] -^■tV'Uy-2, 4 

ESI MS m/e 510, M + Na^ ; iH NMR (300 MHz, CDCls)^' 7.80 (d, J = 8.2 Hz, 1 H) , 7 
.39-7.57 (m, 3 H), 7.15-7.35 (m, 3 H), 7.02 (ddd, J = 8.3, 6.0, 2.2 Hz, 1 H), 3. 
83 (s, 2 H), 3.35 (t, J = 6.3 Hz, 2 H), 3.27 (s, 6 H), 2.45 (d, J = 6.5 Hz. 2 H) 
, 1.69-2.04 (m, 4 H), 1.37-1.69 (m, 2 H), 0.84-1.12 (m, 4 H). 
[0362] 
llf4i^J3 5 




N4 , N4 -i^^i-jv-N^ - [ 1- {2-h^Jy)V^n?ih^i^-Kyi?}i) -tr^ 
uyy-4— -^i-Yuy-2, 4-i/rsy 

[0363] 

ESI MS m/e 468, M + Na+ ; iH NMR (300 MHz, CDClg)^ 7.80 (d, J = 7.8 Hz, 1 H), 7 
.37-7.63 (m, 3 H), 7.17-7.35 (m, 3 H), 7.02 (ddd, J = 8.3, 6.4, 1.9 Hz, 1 H), 5. 
12 (brs, 1 H), 3.86-4.07 (m, 1 H), 3.60 (s, 2 H), 3.26 (s, 6 H) , 2.74-2.94 (m, 2 
H), 2.18-2.37 (m, 2 H), 1.98-2.15 (m, 2 H), 1.4^1.69 (m, 2 H) . 



(331) 
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[0364] 

mmmse 




2HCI 



hyyX-N'i , N4 -~^X^;^-^J2 - (4- { [ ( 3_f. ij37;^::^n;^ ].dj.^-t:- 
[0365] 

;2>f v7°A : hyyX-N'^ , N4 - - N 2 - (4 - { [ ( 3 - 1- 'J 7/1-^ 

4-i^'7S>'ZiMKffi(7)-^jj!4 

Hffti^Jl 5(r)Xy--/'rBVn^ti-fihyyX-N2 - {4- [ (4-7'n^:-2-hU 

-y;^^;^-^-tV"y y-2 , 4-vr$y(30 0mg. O. 5 2 9mmo l ) 
X^- ( 6. 6m L) mmz. Me OH ( 2. 2mL) , 2M(5^K2 CO3 7K?f^iS (2.2 
mL) . ^x-Zl-^J^nyS ( 7 7mg. 0. 635mmo 1 ) i5XX/ThJ^X ( h U 7 
x::^;!^^^^^^^) yN°7i^''>i^ (6 Img. 0. 0 5 3mmo 1 ) S:jDX.?t„ >IOSJtBii 

-^!^& 1 3 o'CTi2mmmnLfi. zcr,m^iyi<izm\ tkm&chc 1 3 -cttajt 

?t (30) „ -^i^-1i:^:^«S&MgS04±T-^^$^. rML. mmt. 
n^b^77^- (NH-i^iJ^y/K ^^-^ytf'C^3 3%CHC 1 3 . §^>t:i^U^^^' 

CHC 1 3 45^09%MEOH) icj; DffS-^^^> >: , im&c?):^-^ .lUfim^^titz,^. ^(7) 
:t-f;I/C0EtOAc (2mL)iW?B:. EtOAr (0. I mL) ^C0AMC0U\\L7\m^ 

Mifz. L<^wi-^m^m§LX'2o^wm.nL. tmLfz. ss'^^^^Ets o (2mL) 

h7yx-N4 , N4 -i/'^^yl—NS - (4- { [ {3-Y^)y)V:^u^ 
h^zy-\Ly 3u-)V-A-4 }V^i-)V) -TSy] -i/^u^^i^)V^^)V) 
-^i-Y U y- 2 , 4 - i^'T 5 yZ^KiS ( 7 0 m g . 2 1%) *ia-fei?)EIfti: LTf# A. 

ESI MS m/e 564, M (itSIS) + r ; iH NMR (300 MHz, CDCI3) & 13.27 (s, 1 H), 9.% 

(brs, 2 H), 8.17-8.32 (m, 2 H) , 7.89 (d, J = 7.9 Hz, 1 H), 7.34-7.64 (m, 9 H), 

7.20 (t, J = 7.7 Hz, 1 H), 4.29 (brs, 2 H), 3.50 (s, 6 H), 3.28 (t, J = 6.1 Hz, 

2 H), 2.69 (brs, 2 H), 1.79-2.11 (m, 4 H), 1.44-1.68 (m, 2 H), 0.91-1.16 (m, 4 H 
). 

[0366] 

lltfti^J3 7 
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[^tl84] 




2HCI 



i/^-N2 - {4 - [2- (4-7-n^-2-bij7;L'>rn^ hdr>-7x:zyl/) -x 
[0367] 

;^T77°A: (4-rn^-2-hy7;P:tn;>f h^i/'-^x::!;!^) -T-fehT^PT 

(^b^^^^/k) hUyx.-fUTi'^XTt^-'yi^ (5. 29s. 1 -1 . Omnio 1 ) 
(7)E t 2 O ( 5 OmL) SiSJSt-, y^J^OS 0%E L, ^ Oi|iW 1 . SM7x 

-/l/Uf-'^A (8. 58mL. 15. 5 mm o 1 ) ^ jD;t/::<, ^c7)?g-^!|%2rMSt- 1 0 
raitffUv:^ ;c?)RJEiPt-^t. Et2 O (ISmL) fpffy4-yu^-2-hUyfV^ 
n^h^i'-^yXT/V-f^V (4g. 14. 9mmol) t:mttz, ^CO^-^^iM^ 

x-m^imi. rMi. mmitz. aw:., acoh ( i omD 4^(7)1 o%h2 s 

&CHC 1 3 T'tttHUc ( 3 0) . ^h'ttz^mmi:mm^ a Hcos mmvmi. 
yy-< ytj-mi. MgS04±t'^ii§-^. riiL. li^t, 77 7S^j.i?o v'h^'"7 
7^- (>'y;&^^Vl^, A.^-9-y4ico9%EtOAc ) izX'OWM-f^b. (4-7n^- 
2-hUyil:^n^h^i^-yj^-/V) -T-thT/lThV {1 . 25g. 30%) 

ESI MS m/e 284, M + ; iH NMR (200 MHz, CDCI3) & 9.74 (t, J = 1.5 Hz. 1 H). 7. 
41-7.51 (ra, 2 H), 7.16 (d, J = 8.4 Hz, 1 H), 3.75 (d, J = 1.5 Hz, 2 H) . 
[0368] 

Xt77°B : ;^X-N2 - {4- [2- ( 4 -7'Ot- 2 - h U 7;k^O^ h^i^- 
7xri;i.) -x^yPTSy] -i/^'n^v^i/;!^} -N4 , -=Jji^fV-^-hYV y- 

2, 4-i^'r^yr.i^m^(D-^^ 

mmm9<D7.^ -yrcfnwz^-x-N^ - (4-r5 7-i-^?n^jf>';t/) -n4 

, N4 -zyj<f-!]^-=if-rYUy-2, 4->^'T5y(300mg, 1. 05mmol)i?) 
CH2CI2 ( 3mL) SSJitC, (4-7"nt-2-hU7;L':tn;<b^>-7x:i/l. 
) -r-febr;t/ThF (3 5 7mg, 1. 26mmo 1 ) . AcOH (76mg. 1. 2 
6mmo 1 ) J^iV'NaBH (OA 0)3 (334mg, 1. 57mmol) rMltz. 
i tOSm^t-^fe£ ^iaT'4 . 5 ff^r^Jiff Lfv: „ RJtE^ MSIN a H C O 3 ^ 

tz. *Ji&cHc 1 3 -cmuc (3 0) „ ^h^tz^mm s so 4 ±x'^m^^. 

rjiL. iiffit. 77'y>'.3.^'n^b^''77^- (NH-£^U;:?^-;K ^^-'f y tti«0 5 0 

%E t o A c ) J; 'owwtth t . im^<nmmmi^titz. doiafttoE t o a c ( o 

. SmDmimz^ EtOAc (0. 2 5mL) fp(n4Mcr)mtykm^Mlfz. ^(^ift^ 

mm&T3o^rsmwL. mmbtz. m^mcoEt^ o (2mL) im^msr<:-3o^ 

-N2 - {4 - [2 - (4-7'n^-2-bU7;P3j-n;<h^i^-7x:i;k) -x^/kT 

= 7] -v'^n^^y;^'} -N4 , n4 -i^^i~>i—^i'y'vy-2, 4-'JTiy~U 

litg ( 1 6 img. 2 5%) mtLmi^tLxn^fifz. 

ESI MS m/e 552, M (i®g|S) ^ ; NMR (200 MHz, CDClg)^ 12.66 (brs, 1 H) , 9.91 
(brs, 2 H), 8.71 (brs, 1 H), 7.93 (d, J = 6.6 Hz, 1 H), 7.19-7.77 (m, 6 H), 4.31 
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(brs, 1 H), 3.54 (s, 6 H) , 3.09-3.78 (m, 5 H), 2.00-2.48 (m, 6 H), 1.62-1.96 (m 
, 2 H). 
[0369] 

mmmss 




2HCI 



[0370] 

X^yy'A: i'X-N4 , N4 ->;■;^f-/^-N 2 - [ 4 - ( 2 - h U :?;l/^ny< h^r 

i^-Ky'j/i'TiJ) -^'i^nA.dri^/H 4-'JriyrMM^co-^ 
mmm 3 7 <7)xx >y r b <7)#)i^igffl lt . mmcoit-^mmtz . 

ESI MS m/e 460, M + ; iH NMR (300 MHz, CDCI3) & 8.68 (d, J = 7.6 Hz, 

1 H), 8.19-8.33 (m, 1 H) , 7.95 (d, J = 8.2 Hz, 1 H), 7.66 (t, J = 7.7 Hz, 1 H), 
7.47 (d, J = 8.1 Hz, 1 H), 7.18-7.44 (m, 4 H), 4.35 (s, 2 H), 4.15-4.47 (m, 1 H 

), 3.53 (s, 6 H), 3.02-3.31 (m, 1 H), 1.95-2.37 (m, 6 H), 1.51-1.85 (m, 2 H). 
[0371] 

mmm3 9 




2HCI 



>-7.-N2 - [4- i4-y'\i^-2-h'jy>i':tu?(h^>-Ky>-)VTZy) -i^ 

[0372] 

X't-zTA : i^X-N2 - [4- ( 4 -^O^- 2 - h U 7;P:tO;^ h^^'-^^'^'' 

;l/TSy) -^'^n^^Sf^'^L'] -N4 , N4 -i;;<^;p-Jr-fyuy-2, 4-S/TS>- 

2 to^^ -y TAto^jiiis sffl LT , mmc^Mtm^mfz , 

ESI MS m/e 538, M (MMM) + H+ ; iH NMR (300 MHz, CDCI3) 8.77 (d, J = 7.5 Hz, 
1 H), 8.11 (d, J = 8.4 Hz, 1 H), 7.92 (d, J = 8.6 Hz, 1 H), 7.67 (t, J = 7.7 Hz 

, 1 H), 7.41-7.53 (m, 2 H), 7.37 (s, 1 H), 7.28 (t, J = 7.8 Hz, 1 H), 4.19-4.40 

(m, 1 H), 4.26 (s, 2 H), 3.52 (s, 7 H), 3.07-3.25 (m, 1 H), 2.00-2.39 (m, 6 H), 

1.61-1.88 (m, 2 H). 
[0373] 

mmm4 o 
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H 



^N^ 0,.p O F 



HCI 



i-X-'N- [4- (4->'';^^;^TSy-^■:^y■'J>'-2->f;^T5y) -i^i^n^^ 



2--< 71/757) -^i?n^^f^;l/7f-;H -:^)W<$.ym'<.y'J)i'X.X'r/i' (4 . 5 7 
g. 10. 5mmol)cOMeOH(46mL) mmiZ^ 5%Pd/C (4 6 0mg) & 

-fec^S* (3. 79g) *iWA.it/2, cl(7)[I|ft (5 00mg, 1. 67mmo 1 ) (7)CH 
2 C 1 2 ( 5 m L) mim^ - >W V :/n t /L Xf-/kT 5y(440/iL. 2. 53mmo 

1 ) ^inifco ;i^M-^f%£*?§±t-<^aL. ^g^l:2-^•'J7/^^^^^^^-<y^f> 

;?.;l.4^-;K4 5 7mg. 1. 7 5 mm o 1 ) c7)C C 1 2 ( 2 mL) ?§?lS:?i|JnL/i 
. RJtG?I^£tl3£*iS±-C-10B#rBm*t>t. EJ£^iafnNaHC03 7)<ji?i|Tffih§^/i 
„ 7KM^CHC 1 3 t'fi&ttiL:^c (3111) „ -^i^-tt/S^IDi&Mg SO4 ±T'|gMS-it, r 
ML. mmt. ^Smmvi^h^yy^- (NH-^>;;^^>. A,jf-.;-yft,i03 3%E 
tOAc) iZ^'Ommi. mmifz. ^WJfl^i^EtOAc (ImDM:. EtOAc 

(5mL) ^<7^4Mcomt7mmitz. ^L^KmM-^mm^Ts o'li^^mffi . mm 
Lfz. mm^cr)Et2 o ( 1 omL) mw4^L . pomzx wm^m 

^hb. i^x-n- [4- { 4-'y^^)vr^ y -^i-V') y- 2-A )vr ^ ^ ) -'^9 
u^^i^)V^^)V^ -2-V^}ymr3^ \'^i^-Ky^yx)Vt^yT^ ( 2 6 

2mg, 3 4%) ifi'^^cm^hLXn^fltz. 

ESI MS m/e 524, M (jtglS) + H+ ; NMR (300 MHz. CDCI3) 1348 (s, 1 H), 8.75 
(d, J = 7.6 Hz, 1 H), 8.03 (dd, J = 8.0, 1.7 Hz, 1 H), 7.89 (d, J = 8.2 Hz, 1 H 

), 7.56-7.71 (m, 2 H) , 7.34-7.55 (m, 3 H) , 7.24 (t, J = 7.5 Hz, 1 H), 4.99 (t. 

J = 6.5 Hz, 1 H), 4.2(^4.33 (m, 1 H), 3.50 (s, 6 H) , 2.88 (t, J = 6.3 Hz, 2 H), 

1.78-1.99 (m, 2 H) , 1.38-1.77 (m, 7 H). 
[0375] 

m,m4 1 
[^l:i88] 



[0374] 



F 




H 



2HCI 
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i^X--N2 - {4 - [ (4-7'n^-2-by7;P^ny<bdf^-'s>'i->rSy) - 
^i-Jl] -i^-^u^^iyj]^} -N4 , N4 -i;;>(-f;l^-df-t-y'y y-2, 4->''r5y- 

[0376] 

XrvTA : i/X-N2 - {4- [ ( 4 2 - b U 7;l':tn^ h^v'-O' 

mmm2 4cox^^yrBv%(^tifz'^x- [4- {4-i^^i-)UT^y-^i-vvy- 
2— f;t^rsy) ->'^'nA.jf;^;M^;l^] -;^;WN'5yi^yi^';l^xxr;l^ (4 . 5 7 

g. 10. 5mmol)(OMeOH(46mL) mmiZ. 5%Pd/C (4 6 0mg) ^ 

feiOH* (3. 79g) J^^W^fL/to icOBlft { 5 OOmg, 1. 67mmo 1 ) (7}CU 
2 C 1 2 ( 5mL) mmmi SCOX^^yTA-C-'^^i^ilfzA-yu^t- 2 - h V 7 

;I^^n;<h^^'-'\>'XT;l^Tt K (4 4 9mg. 1. 6 7 mm o 1 ) . A c OH ( 1 0 
Omg, 1. 67mmol) ^.tU^NaBH (OA 0)3 (531g. 2. 51mmol 

) ^:Mitz,^ zcr)Kj^ig^mi:msLT. cac 1 2 i-^-y'tmz9mmmnL. lafoN 

aHCOg 7l<}:f?I(iar, 7KM*CHC 1 3 T-ttaiLi^c (30) . ^^h^fz^mm^Ms 
S o 4 ±T« § -ti: , rii L . iiffi L , ^ffiit* 7r>-?hfyy ^ - {NU-^-U A fiV 
^^^^y^<n2 5 % E t O A c ) (C J; D ftS L , }!« L . W&W^^ E t O A c (1 rn 
l^) mmz.^ EtOAc (5mL) ^<D4M^mtAm^i:Mttz. RJ-wIM^^MiSt-S 

o'jfmmnL. 'mhtz. m^m(^^t^o ( i omD mm^. ^^s.x■lmm^L. 

wMzii^mm^km^th. i^x-n^ - {4- [ {A-yu=^-2-Y^)y}V:^u>i 
V^'y-^yi^}Vr^y) -^^;H -^^n^dfi/;!/} -N4 , -^J^^)V-^i- 
y'Vy-2, 4 - iyTiy~mm^ (147 m g , 34 ) 7?U&(0mW-i: tX%^titz 

ESI MS m/e 552, M (itilM) + ; NMR (300 MHz. Cm^) S 12.62 is, 1 H). 10.0 
7 (brs, 2 H), 8.66 (d, J = 7.6 Hz, 1 H), 8.22 (d, J = 8.4 Hz, 1 H), 7.90 (d, J = 

8.4 Hz, 1 H), 7.65 (t, J = 7.6 Hz, 1 H), 7.52 (dd, J = 8.3, 1.8 Hz, 1 H), 7.33- 
7.48 (m, 2 H), 7.26 (t, J = 7.5 Hz, 1 H), 4.11-4.36 (m, 3 H), 3.51 (s, 6 H) , 2.7 
6-2.97 (m, 2 H), 1.51-2.27 (m, 9 H). 

[0377] 

mmm4 2 
[M] 




^;^-N4 , N4 -i;';^f-;t/-N2 - {4 - [ {2-hUyiltn?(h^y-Kyi^'fV 
[0378] 

X-f-yTA : >'X-N4 , N4 -=J^i^!]^-N2 - {4- [ {2-hV yjlt^y^ h 

^iy-KyiJ^jiny) -yi-zi-i -i^^n^^i^fi) -^i'V'uy-2, 4-'Jriy 
mmm4i<nx^yrA(nmmmmLx. mm<^it^mmfz. 

ESI MS m/e 474, M iMMM) + H+ ; iH NMR (300 MHz, CDCI3) (J 12.81 (s, 1 H), 9.°R 
(brs, 1 H), 8.69 (d, J = 7.5 Hz, 1 H), 8.16-8.28 (m, 1 H), 7.90 (d, J = 8.4 Hz, 
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1 H), 7.63 (t, J = 7.6 Hz, 1 H), 7.18-7.51 (m, 4 H), 4.31 (brs, 2 H), 4.15-4.30 

(m, 1 H), 3.50 (s, 6 H), 2.70-2.94 (m, 2 H), 1.41-2.28 (m, 10 H). 

[0379] 

mmm4 3 



[0380] 

Xr>y7°A : i-X- 3 - h u 7;k^n;^ h^i^- t:7x-;l'-4 -x/kT^ylg [4- 
(4-i^';'<^;P7Sy-^-^VU>'-2— ^;PTSy) -S^-^n'^^i/;!^] -TSKlSil 

ESI MS m/e 586, M (JS^iK) + ir I'li NMK (300 MHz, (;DCI.)o 13.20 (brs, 1 11), 8.8 
2 (d, J = 8.1 Hz, 1 H), 8.09 (d, J = 8.6 Hz, 1 H), 7.88 (d, J = 7.8 Hz. 1 H). 7. 
40-7.73 (m, 8 H), 7.25 (t, J = 8.4 Hz, 1 H), 5.41 (d, J = 8.6 Hz, 1 H), 4.07-4.2 
2 (m, 1 H), 3.49 (s, 6 H), 3.37-3.62 (m, 1 H), 1.57-2.01 (m, 8 H). 
[0381] 

Utl9U 



^;^-N2 - { 4 - [fx- (4-7'nt-2-bU7;l'jrn><h^i^— ^yi/Vt-) - 



X-f-yTA: >'X-N2 - {4- [\i'X- ( 4 -7n^- 2 - h 'J 7/1x^0;^ b^v- 

-Kyu^!]^) -rsy] -y^n^^y/i) -n4 , n4 -=j;<i~j\^-^i-v"'jy-2, 

ESI MS m/e 790, M (KilM) + H+ ; iH NMR (300 MHz, CDCI3) (3- 12.50-12.82 (m, 2 H) 
, 9.50-9.69 (m, 1 H), 8.39 (d, J = 8.1 Hz, 2 H), 7.91 (d, J = 8.1 Hz, 1 H), 7.66 

(t, J = 7.8 Hz, 1 H), 7.48 (t, J = 8.7 Hz, 2 H), 7.07-7.43 (m, 4 H), 4.06-4.67 
(m, 5 H), 3.51 (s, 6 H), 2.97-3.27 (m, 1 H), 2.21-2.59 (m, 4 H) , 1.89-2.17 (m, 2 

H), 1.36-1.82 (m, 2 H) 




HCI 




[0382] 
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[0383] 

mmm4 5 
utim 




2HCI 



i^y!.-N4 , N4 -i;^^;l^-N2 - {4- [ {3-hVyfV:t'n;<h^i^-t'y:i:- 

;^-4--f;M^;^) -rsy] -i^^u^^i^fV} A-'jr^y- 

[0384] 

X^-zTA : ^X-N4 , N4 -i;-;^f-;l.-N2 - {4 - [ ( 3 - h U y/L-^n^ b 
^;^-t7x-;l/-4--^;l/^^;l/) -TSy] -;^i?n^^i/';i/} -^:hy'Uy-2, 
4-i-'TSyZiM|gtS<^^Jj!4 

ESI MS m/e 536, M (jSilS) + ; NMR (300 MHz, CDCI3) 12.63 (brs, 1 H), 10 
.07 (brs, 2 H), 8.68 (d, J = 7.3 Hz, 1 II), 8.33 (d, J = 8.1 Hz, 1 H), 7.90 (d, J 

= 8.4 Hz, 1 H), 7.17-7.68 (m, 10 H), 4.40 (s, 2 H) , 4.19-4.33 (m, 1 H) , 3.50 ( 
s, 6 H), 3.16-3.37 (m, 1 H), 2.03-2.48 (m, 6 H), 1.64-1.88 (m, 2 H). 

[0385] 

mmm4 e 

[^tl93] 




2HCI 



hyyx-N2 - [4- { 2 - y)V:^viA h^i^-^yj/i-r ^ J ) 

->'^'a^drJ^;H -N4 , -i^'^i-Jl-^i~YUy-2, 4 - v^T 5 ^-IS^IS 
[0386] 

x-f -yTA : hyy7.-N2 - [4- (4-y^u^-2-h Vyjltnj^ h^>—< 

y^jjir^y) -^-^n^^^^^n -n4 , -i^^i')v-^i~Yvy-2, 4-i/r 

^yzMmwi^^^ 

ESI MS m/e 537, M (jtilS) + ; ^H NMR (300 MHz, CDCla)^ 13.00 (brs, 1 H), 10.08 
(brs, 2 H), 8.40 (d , J = 7.2 Hz, 1 H) , 8.05 (d, J = 8.2 Hz, 1 H), 7.91 (d , J 

= 8.4 Hz, 1 H), 7.65 (t, J = 7.7 Hz, 1 H) , 7.38-7.57 (m, 3 H), 7.26 (t, J = 7.6 

Hz, 1 H), 4.17 (s, 2 H), 3.83-4.06 (m, 1 H), 3.53 (s, 6 H), 2.76-2.99 (m, 1 H), 

2.09-2.46 (m, 4 H) , 1.74-2.00 (m, 2 H), 1.28-1.58 (m, 2 H). 
[0387] 

'mm4 7 



(3 38) 
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1 - (4-7-n^-2-h U7;L':tO,>< h^i'-7x-;W) - 1 - [4- (4-iy:A^ 
[0388] 

Xx'/TA : (4-7-at-2-by7;k^n;^h^^-7x-;l^) - [4- (4- 
i^';><-?-;l/T5y-^-fVU>'-2— <;kT5y) -h°^U>>>- 1 ->f;k] -;<^'y>'ie 

rnimi 1 3iOXT^>y7°BT#^>*lfc4 -T'Pt- 2 - b U 7/k^n;^ b^v-^E^It ( 
440mg, 1. 47mmol)i7)CH2Cl2 (5mL) mMZ. DMF ( 1 . IjuL 
. 1 5A!mo 1 ) i^jj;LKSOC I2 (175// 2. 09mmol) ^jDi-J^C, C^ii 

o HM^JBOCOXf 'y7°B-C#/i.iXJtN4 , N4 -i^^i-)],-N2 - f^U i;>'-4 ->f 
;P-=3f-tVyy-2, 4->''rS>' (4 0 0mg. 1. 4 7mmo 1 ) <7)CH2 C 1 2 ( 
AmDmm^Z. i^WVrnt-yl/X^/l/TSy (5 38/<L, 3. 0 8 mm o 1 ) S-jDi. 

„ z com^m^: 4 °ct=?^9 L . mM<^mmmco c h 2 c 1 2 omD mm^5 ca 
ym^cHc 1 3 tmuc (30) , th^-tz^mm^Msso^ ±.T^m 

rj^L, Jiffit, 77'yi-A^nvl-y-77 i- (Ml ^^-tfy^J 

i025%EtoAc) i^zx'ommt^k. mm^<^t-^ Mmi^iifz. zmA}v<r)^t 

OAc (lmL)?§?St, EtOAc (0. 2 6mL) tfC04MC0lS^bJ<«2:JPi)^o <I 
^0fM^!ft^S?flT5 0^rW#L, 'm\^ti^ a®feiOEt2 O (5mL) fflS&M-^T' 

vmzi.'omkmim^. Et2 om?fL. Mffrt^^gti^^s t 

, {A-y''a^-2-V'}y)V^n^v^>'-y^-}V) - [4- ( 4 -i^'y-f;!- y 
-3f-fyuy-2--^;i^r5y) -t'^ui^'y-i — -;^{:^'yyie^^s ( i 26m 

g, 16%) if^^am^h LT#4.^Iit, 

ESI MS m/e 538, M (jSlfS) + r ; iH NMR (200 MHz, CDCI3) (J 13.35 (brs, 1 H), 9. 
06 (d, J = 7.5 Hz, 1 H), 7.93 (d, J = 8.4 Hz, 1 H), 7.67 (dt, J = 7.7, 0.9 Hz, 1 

H), 7.43-7.61 (m, 3 H) , 7.18-7.41 (ra, 2 H), 4.00-4.44 (m, 2 H) , 3.54 (s, 6 H), 
3.03-3.78 (m, 3 H) , 1.52-2.24 (m, 4 H). 

[0389] 
»fii^J4 8 

[^1:195] 



lyx-A-f-Q^-"^- [4- (4-y;'^-?-;^T^y-^■:^y■yy-2->^;^7sy ) 

-i/i? nA.df v-zH - 2 - b y 7;t->j-nj< b^^—A^yXT 5 F— i^MiS 
[0390] 




HCI 



(3 39) 
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mmm4 7 coxx -y TA<7)#jiii^ffiffl tr . mm<n^t-^i^mfz . 

ESI MS m/e 551, M (MMM) ' ; NMR (200 MHz, (BCl^) S 13.24 (brs, 1 H) , 8.95 
(d, J = 7.9 Hz, 1 H), 7.92 (d, J = 8.4 Hz, 1 H), 7.71 (d, J = 8.4 Hz, 1 H), 7.60 
-7.67 (m, 1 H), 7.44-7.58 (m, 3 H), 7.20-7.34 (m, 1 H), 6.57 (d, J = 8.4 Hz, 1 H 
), 4.00-4.41 (m, 2 H), 3.53 (s, 6 H), 1.6^2.04 (m, 8 H). 
[0391] 

mmm4 9 



i^X-4-7'\3^-N- [4- (4-S^';^^;kTSy-^-tyy>'-2-^;t/7Sy ) 



X-f>y 7°A: 4-7'O^-N- [4- ( 4 -i^'j^f^/L-TS 7 -^-tVU 2 ;P 



ESI MS m/e 565, M (itilM) * ; ^H NMR (200 MHz, CDClj)^ 13.20 (brs, 1 H) , 8.93 
(d, J = 7.9 Hz, 1 H), 7.90 (d, J = 8.4 Hz, 1 H), 7.84 (d, J = 8.4 Hz, 1 H), 7.42 
-7.70 (m, 4 H), 7.18-7.34 (m, 1 H), 6.87 (t, J = 5.5 Hz, 1 H), 4.34 (brs, 1 H), 
3.51 (s, 6 H), 3.43 (t, J = 5.7 Hz, 2 H), 1.52-2.17 (m, 9 H). 
[0393] 

mmm5o 



^x-N2 - [4- i4-y\i^-2-h'j7ii'^\i^h^>-Kyi^}ir^y) -i^ 

^n^^^iyH] -n'^ -:Af-)i—^-fV'^)y-2, 4-i^'r$>^i^i|tg 
[0394] 

X-f-yTA: y- 4- A IV) - M^iV-T ^yco-^^k 

HMMlcOXf ■y7°AT-1#^>ti7'^2, 4-'J9uu-^-tV'^}y (125 628m 
mo 1 ) COTHF (ID mm.^: 4'az^^ML. 4 0%MeNH2 ymW. ( 1 3 6mL. 

1. 5 7 mo 1 ) ^mttz. ^<y^m.-^^^'m§rc8Q'kmmLfz. zmm^. mmn 
aHcogTkjg?! (pH=9) x'r)V:^'JitL. mmhtz. wMz^^^mm^w^. h 

2 Oi3 1^X^-9- yT«L. 80°CT'^MS-fr^t. (2-i?^^-dr:^y'yy-4- 




HCI 



[0392] 




2HCI 



(340) 
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-^^)V-T^y (1 14g. 94%) ^^'^^(rimWtLX'^^tlfz. 
ESI MS m/e 193, It ; iH NMR (300 MHz, CDClg).^ 7.68-7.78 (m, 3 H), 7.39-7.48 (m, 
1 H), 6.34 (brs, 1 H), 3.22 (d, J = 4.8 Hz, 3 H). 
[0395] 

xx-zTB : ^-x- [4- ( 4 -^^;^r s 7 -^-fv "J y- 2 — <;i^r s y ) -i^ 

ESI MS m/e 372, M + H+ ; iH NMR (300 MHz, CDClg) 5- 7.36-7.56 (m, 3 H). 7.06 (ddd 
, J = 8.2, 6.8, 1.3 Hz, 1 H), 5.71 (brs, 1 H), 5.10 (brs, 1 H), 4.45-4.72 (m, 1 
H), 4.00-4.26 (m, 1 H), 3.49-3.76 (m, 1 H), 3.12 (d, J = 4.8 Hz, 3 H), 1.50-1.93 
(m, 8 H), 1.46 (s, 9 H). 



:Xf-yy'C : i/X-N2 - [4- (4-yxJ^-2-hVyjl-:^n?^h^>'-Kyiy 
;PTSy) -i^i^^u^^i^jU] -N4 -;<f-;l^-dr^yyy-2, 

EtOAc ( 5mL) *3j;lA'CHC 1 3 ( 1 OmL) fpCOi^X- [4- (4-;<f-;t'r 

Sy-^-^yU>'-2--f;l/TSy ) -^^n^^^r^'l-] -T^^/l-A'Sy^t -7'^;l/XX 
f /K 1 . 7 5 g . 4 . 7 1 mm o 1 ) i73»Jigff5(c , F: t O A c ( 1 5 m L) ^<^)4M(7) 

aUCOs7mmTT!V^0itL. 7KJEi$r(: lie 1 , -ClitiaiL;^^ (3M) i^h^tz^m 
ifS M g SO4 ±T-|e^S-li:. rSL, ifitiiL/"^ ( 2 . 15s) -c^)'/£S^i5 (3 00m 
g. 1. 1 Immo 1 ) OCH2 CI 2 OmL) mmmiZ. mmm 13 (DXy-'yr AX' 
ni^tlfz4-yu=^-2-hVy}\^^n^h^i^-KyX7J\^T\^\' (29 7mg. 1. 
10mmol).AcOH(66mg. 1. lOmmol) ^3j;t^'NaBH (OAc ) 3 
(351m g, 1. 66mmol) SrJl]i./^0, ' i^Kffi!Si^f'?jS-%'^J'C\ C a C 1 2 ^j. 

(30) „ ^^ii:/i^{iJi£MgS04±t'^^§-tJ:. rat. iiffiL. 4iffig#:^'P? 

(NH-;^U;??^';K A.^-9->'4'i^5 0%EtOAc) lcJ;i9»SL. mm 
i-^k. rm^(^^^ )V {9 Img) if^n^tlfz. ^ICOm^millms) tOEtOAc 

( ImL) mmi,Z^ EtOAc ( 5mL) ^COAMCOiML^tym^Mlfz. KmU^^i^ 

?flT-3 oj&mmnL, mmitz,. sm^iOEtj o ( i omD immms^x-imrmn 

L. r3it:J;0iMM%^*is^.?>t, ^-x-Ns - [4 - {4-yu^-2-h'J7Jl^u 
:<h^y-Kyiy)UTiy) -iy^u^^yjU] -N4 -;^-f;l,-df^yy>--2, 4- 
>^'7 5 yzt^fgt^ ( 6 2 m g , 2 0%) ;^;''afec?)[l#;i; LT#i^iX)^c„ 
ESI MS m/e 524, M (jSilM) + H^ ; iH NMR (300 MHz. CDCI3) 7.34-7.57 (m, 6 H), 
7.05 (ddd, J = 8.2, 6.8, 1.4 Hz, 1 H), 5.52 (brs, 1 H), 4.09-4.27 (m, 1 H), 3.82 

(s, 2 H), 3.12 (d, J = 4.8 Hz, 3 H), 2.57-2.72 (m, 1 H), 1.41-1.94 (m, 8 H). 

[0397] 

mmm5 1 

[^tl98] 



[0396] 




F 



2HCI 



i/JX-NS - {4 - [2- (4-yn^-2-fy7;k>rny h^i—yx-;!^) -X 



(34 1) 
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[0398] 

XrvTA : i-X-N2 - {4 - [2 - ( 4 -T'nt- 2 - b U 7;P^n^ h^S^- 
7x-;^) -x^/L-rsy] -i^^n^^f^^;!^} -N4 -^^;^-df:^y■yy-2, 4- 

ESI MS m/e 538, M (fflglS) + H+ ; iH NMR (300 MHz. CDClg) (3- 12.18 (brs, 1 H). 9. 
93 (brs, 3 H), 8.74 (d, J = 6.2 Hz, 1 H), 7.71-7.94 (m, 1 H), 7.60 (t, 1 H, J = 
7.7 Hz, 1 H), 7.21-7.45 (m, 5 H), 3.94-4.26 (m, 1 H), 3.35-3.58 (m, 2 H), 3.08-3 
.33 (m, 3 H), 2.94 (brs, 3 H), 1.64-2.42 (m, 8 H). 
[0399] 




2HCI 



^y!.-N4 -^i-)U-N^ - [4- (2-bU7;l/>j-n;j<h=3r>— ^yi'Vl/TSy) - 
[0400] 

afvTA: -;^f-/l/-N2 - [4 - (2 h^)7)U-^U^h^i^-Ky 

injurs. J) -i^^n^^iyjl-] -:3r-^y"'J> 2,1 > T * y-Jg^lSiO-^^ 

ESI MS m/e 446, M (jtSIS) + H+ ; iH NMR (300 MHz, CDCI3) & 7.36-7.56 (m, 4 H), 
7.17-7.33 (m, 3 H) , 7.04 (ddd, 1 H, J = 8.2, 6.8, 1.4 Hz, 1 H), 5.66 (brs, 1 H), 

5.18 (brs, 1 H), 4.11-4.27 (m, 1 H), 3.87 (s, 2 H) , 3.10 (d, J = 4.8 Hz, 3 H), 
2.60-2.74 (m, 1 H) , 1.45-1.95 (m, 8 H). 

[0401] 

HCI 



i,x-4-ru^-N- [4- {4-^^)vr^/-^i-Yuy-2--i}ir^y) - 

[0402] 

Xf-yTA: >'X-4 -7'nt-N- [4- ( 4 f-;t-r S y-^:^y' U 2 - 
EtOAc ( 5mL) j^it/CHC 1 3 ( 1 OmL) mMMS OCOX^r-yrBT 



(342) 
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n^tltziyX- [4- (4-;'<^;^T5y-^:^y"Uy-2— ^;kT5y) -iy^^n^^ 
'y)V^ ymt -y^)V3iX^)V (1. 75g. 4. 71mmol) (7)!1}SISI: 

. EtOAc (15mL) >t<7)4 MfPOi^-fbkSSrjDi.it » iWKJtB?M-^!|%2r^fflf2l^ra 

T-ttffiL/s (30) „ ■'^h^fz-Mmmiu^Qo^ ±xmk^^. mm^. mmhfz. ^ 

31mg, 1. 16mmol)(7)CH2Cl2 (5mL) MMZ^ DMF ( 0. 
0 Immo 1 ) iaiVSOC 1 2 ( 1 2 1 . 6 5mmo 1 ) ^Mx^tz. ^<^U-^ 

OOOmg, 1 . 1 Immo 1 ) (nCH^ C 1 2 (3mL) S^'-fyT 
nh7I/X^;kTSy (4 10/y.L, 2. 3 5mmo 1 ) *rfl[].t^^:, ^cO^I-^^llS^jSiT- 
J^fflt. luiac^^m^Ji^CHj C 1 2 ( 3mL) i§;H'SriSfl0L . RJfcift^^!ri5^7Xi§±T- 
3 . 5nwmnLfz, KE^SrlSftNaHCOs 7K?f?ST#±§-ti:^c, tKJI^CHC 1 3 -C- 
tttliti^C (30) . -^WcW^&MgS04±T'|g^$-fr. rS^L. JIIIL. 77-/ 
i^^-^u-^Y-fyy ^~ ^^^fy4I<^5 0%EtOAc ) (:j;i9ffl 

Si^^-> h , ?-^<mfei^iaf*55^'ff ^:>fL/-C, S^!f-55 ( 1 1 6 m g ) cr)E t O A c {\ ml.) mm 

(c, E t o A c ( 5 111 T , ) ^(^)AUff)m\:;?m^i:mttz., z(r^u.mw^'m^mBrz-3 o ^ 
reifliff L, jmil^^^ ffi^g.t<3i7)R t j o ( 1 omL) ?§M^Mfflt-mrBW#L. riii; 
i.'omm^m^^^y. 4 :/nc--N- [4- ( 4-^^/1-7 sy-^^^vuy- 2- 

-iJVr^J) 2-V')y)Vi^u^Y^i^-KyXr^Y (102m 

g. 16%) *^'efecO[a{*:t LX%Mz. 

ESI MS m/e 538, M (jSSfS) + r ; iH NMR (300 MHz, CDCI3) d 12.72 (s, 1 H), 8.66 
(d, J = 7.1 Hz, 1 H), 8.35 (brs, 1 H), 8.16 (d, J = 7.7 Hz, 1 H), 7.74 (d, J = 

8.4 Hz, 1 H), 7.48-7.60 (m, 2 H), 7.40-7.43 (m. 1 H), 7.30 (d, J = 8.4 Hz, 1 H), 
7.19 (t, J = 7.8 Hz, 1 H), 6.57 (d, J = 8.1 Hz, 1 H), 4.34 (brs, 1 H), 4.15 (br 

s, 1 H), 3.22 (d, J = 3.9 Hz, 3 H), 1.90 (m, 8 H). 
[0403] 



;^X-N- [4- {4->'';^f-;^r5 7-^:^VUy-2--f;^r57) -i^^u^^ 



X-f-yTA: >'X-N- [4- ( 4 - i^'^f-zL-T 5 y-^-fVU y- 2 --^^L-T S 7 

mmm2 4(r)Xi'-/rB-<:i%tofitz>'X- [4- (4->^';'«^;pr5y-^-fy'yy- 
2-4}i'r5.y) -u^u^^iy)V^^)V^ -;^f;w^'5yit-^y>'V^xxx/^ (4. 57 

g. 10. 5mmol)OMeOH(46mL) mm^Z^ 5%Pd/C (4 6 0mg) & 

Mitz. ^<y)m.-^m5 0'cx\ Amnm%T\,z3Bfmnh. rait, mmtht. a 

^<r)mW{3. 1 9 s) ii^%^f\.tz. itOlUft (3 OOmg. 1. 00mmol)c?)CH 
2 C 1 2 (3mL) byx^/l^rSy (28O//L. 2. 0 immo 1 ) 




HCI 



[0404] 



(343) 
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fz „ L anft,^m^7m±-'Q-¥HM L.m\L2-V'} yju^n^ h ^i^-Kyy'-l (23 6 
mg. 1. 0 5mmo 1 ) i7)CH2 C 1 2 i 2 mL) mmimMLtz. KI&M-^mi7Km 

±T5mmmnLfz. Kmimm^a^nco^AQmx'W^^^fz. chc 1 3 
vrnmifz (30) , ^h^fz^mm^Mgso^ ±Tmm^^. pml. mmt. yy 

-/^jL^nVb^'-57^- (NH-^-y^yVP, ^^-^>4'C03 3%EtOAc. §A>i: 
i^U^^^Vk. CHC 1 3 f^cOl 0%MeOH) tcj; Dff^t. itffiLfc, ^W^f^JSOE t O 
Ac ( ImL) mm^Z^ EtOAc (5mL) tpff^AMCOUitymiMlfz. ZCO^mM 

-^^^^ssT-3 o^rsmni. mmttz. a®*S!i<^Et2 o ( 1 omD mm^ms^Ti 
mmmnt. pmzx'o^mmim^k. iyx-N- [4- (4-i/';<^;kTsy-^ 

f^l-rsy) -;^^'n^df;/;M^;t^] - 2-hy7;t'>rn^hdr>'-A; 

yxr 5 ( 1 3 4 m g . 31%) tim-^iomi^b ixn^titz. 

ESI MS m/e 510, M (jSSfS) + Na+ ; iR NMR (300 MHz, CDCla)^- 13.29 (s, 1 H) , 8.8 
9 (d, J = 7.9 Hz, 1 H), 7.93 (dd, J = 7.7, 1.8 Hz, 1 H), 7.89 (d, J = 8.4 Hz, 1 
H), 7.63 (t, J = 7.3 Hz, 1 H), 7.52 (d, J = 7.9 Hz, 1 H), 7.47 (dd, J = 8.1, 1.9 

Hz, 1 H), 7.39 (t, J = 7.6 Hz, 1 H), 7.29 (d, J = 9.0 Hz, 1 H) , 7.23 (d, J = 7. 
3 Hz, 1 H), 6.77 (t, J = 5.6 Hz, 1 H), 4.18-4.36 (m, 1 H), 3.51 (s, 6 H), 3.42 ( 
t, J = 6.3 Hz, 2 H), 1.35-2.02 (m, 9 H). 

[0405] 

um2'i 



i^X-N- [4- {4-;>(i-)VT^y-^i'Wy-2--^fVT5.y) -i^^'OA.dri^ 
-2-hVy)V^u;<h^-^-KyXT^¥^mi^ 
[0406] 

X^-yTA: '^X-N- [4- ( 4 /l/T 5 7 U 2 --^/l^TS 7 ) 

ESI MS m/e 460, M (jSSfM) + H+ ; iH NMR (300 MHz, CdCl^) & 12.61 (s, 1 H), 8.70 

(d, J = 4.4 Hz, 1 H), 8.57 (d, J = 7.6 Hz, 1 H), 8.26 (d, J = 8.1 Hz, 1 H) , 7.8 

2 (dd, J = 7.7, 1.8 Hz, 1 H) , 7.08-7.57 (m, 6 H), 6.60 (d, J = 8.1 Hz, 1 H) , 4.2 

5-4.45 (m, 1 H), 4.01-4.25 (m, 1 H), 3.20 (d, J = 4.5 Hz, 3 H), 1.53-2.18 (m, 8 
H). 

[0407] 

mmm5 6 
[M] 




HCI 




HCI 



(344) 
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i^x--N- [4- (4-^/^^;^rsy-^:^y■y>'-2—< 71/757) -i^^xi^^ 

[0408] 

Xx-zTA: ^-X-N- [4- ( 4 - ^^'^^^/l-T 5 7 -^-fyj y- 2 S 7 

4^°y V-t:fBSSti;tDMAP (2. 4 5g. 7. 3 5mmo 1 ) tfOCHs C I2 (6 
mh) Mimmz^ mt2-hUy}\^ytn^h^i^-Kyy'4ll (47 2ms. 2. 10m 
mo 1 ) }3^X/mW.M9cr)Xf'yrCTn^tlfzi^:^-N2 - { -iy^Vl^^ 
iy/V) -N4 , N4 -i;^^;l^-Jf^yy>'-2, 4-i/'rSy ( 3 0 Omg. 1. 0 5 

mmo 1 ) imitz. ^<D^t.-^mimi&T2 4mmmni. raiL. la^nNaHcog 7j< 

m^m^J^io 7l<Ji&CHC 1 3 Vmiairz (30) . -^i3-a-:^c^-MJi*MgS04±-C- 
f^c?)2 5%EtOAc) I^Z^'Ommt. imtfz. aStlc^EtOAc (ImDJg^SiC 

,EtoAc(iomL) ^(7y4Mcomt^m^Miti, Kmm^mm&x'immmn 
I. mmifz. n^mcoEt^o { i omD s^?g&Sia-c-ii§rais**L. imiz^m 
mi^i^Mi^^t. '^x-N- [4- {4-'j^i->vT5.y-^i-Yuy-2—^)VT^y 
) -^^^^^^^;^] - 2-bU7;t'^n^h^;^-^yXrSFffiSi^(14 5mg. 

2 7%) mmmi^b ixnwz. 

ESI MS m/e 474, M (jSilM) + ; NMR (300 MHz, CDCl,) ^ 13.22 (s, 1 H), 8.88 
(d, J = 7.5 Hz, 1 H), 7.90 (d, J = 8.2 Hz, 1 H), 7.79 (dd. J = 7.6, 1.9 Hz, 1 H 
), 7.64 (t, J = 7.5 Hz, 1 H), 7.52 (d. J = 8.7 Hz, 1 H), 7.47 (dd, J = 8.1, 1.9 
Hz, 1 H), 7.37 (dt, J = 7.5, 1.2 Hz, 1 H), 7.20-7.33 (m, 2 H), 6.66 (d, J = 8.4 
Hz, 1 H), 4.06-4.36 (m, 2 H), 3.52 (s, 6 H), 1.55-2.21 (m, 8 H) . 
[0409] 
lllfi^J5 7 




i^x-N2 - [4- (4-yu^-2-hVyfV:^uyh^>'-yji-f\^7^y) 

^'OA.drJ/;H -N4 , N4 -iy'yi-)\,-^i~YU >- 2 , 4 - i^'T 5 y-JS^lS 
[0410] 

X-f -yTA : >^X-N2 - [4- ( 4 -T'n^:- 2 - h U >';t':tn;^ :7x-;P 

^fyXyyXaliZ. 1 8-'?y'^y-6 (647mg. 2. 45mmol), 4--fXJ 
^-l-3-V-2-hUy)l-ttJyh^>'-'<.y-^y (77 Oms^ 2. lOmmol 

4, N'i -i^y-^lV-^^i^yUy-l, 4-i^'rSy (SOOmg. 1. 7 5mmol) 
, -hb y^At-rb^Sr^-t^ (235mg. 2. 4 5mmo 1 ) . hVX {'JKyi^Of 
yr^hy) -Jn^V-O-h ( l 60mg. 0.17 Smmo 1 ) . (R) - ( + ) -2, 
2' -fx (x7a:-;PTl^X7-i' 7) -1,1' -h■■-^7f-;^ (160mg. 0. 175 
mmo 1 ) iiit/THF (3. 5mL) ?:jD;t/t, ^(^K'iM^^^W^^ZX^'mWM 
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(NH-^-u^^VK ^^-^y4'co3 3%EtoAc) i.zx'ommttt. mM^m-t 

Mm^tLfz. ^(Dt-i^U<DEt2 0 {2mL}mmiZ^ EtOAc (0. 3mL) fp(0 

2 o (2mL) mim. ssri 5^mmnLrz. pm^z^'omm'^im, Et^ov 

m^l. «ETt:|gMS*l.t. ^X-N2 - [4- (4-7'n^-2-by7;L'^n^ 

, 4 - ^-'7 5 yz: ( 1 8 9 m g . 18%) SfecoEIft; t LT#^.tLfc „ 
ESI MS m/e 524, M {fflglS) + H+ ; iH NMR (300 MHz, CDClg) 13.04 (s, 1 H), 8.85 
(d, J = 7.9 Hz, 1 H), 7.90 (d, J = 8.1 Hz, 1 H), 7.61-7.70 (m, 1 H), 7.53 (d, J 
= 7.6 Hz, 1 H), 7.22-7.31 (m, 1 H), 6.94 (s, 1 H), 6.79 (s, 1 H), 6.65 (s, 1 H) 
, 4.28 (brs, IH), 3.52 (s. 6 H), 3.30-3.45 (m, 2 H) , 1.64-2.08 (m, 8 H). 
[0411] 

[^t205] 




i^X-N- [4- {4-;<i-fVT^y-^i-YVy-2-^;VT5./} -i^^'a^^iy 

[om] 

X-^r-/7'A : [4- ( 4 ^/I/T S 7 -^^V'J y- 2 --f /I^T S 7 ) 

mmm i c^.xt -y r G£?)^jiii&ffiffl lt . ^<^it^mti . 

ESI MS m/e 420, M + H+ ; iH NMR (300 MHz, CDCI3) 7.20-7.59 (m, 8 H), 7.04 (ddd 
, J = 8.2, 6.8, 1.3 Hz, 1 H), 5.54-5.76 (m, 1 H), 5.10 (s, 2 H) , 4.78-5.24 (m, 2 
H), 4.18-4.36 (m, 1 H), 3.11 (d, J = 4.8 Hz, 3 H), 2.92-3.16 (m, 2 H), 1.06-1.9 

4 (m, 9 H) . 
[0413] 

Xt-zTB : iyX-N- [4- ( 4 t/I/T 5 7 -^^V 'J > - 2 - /I. T 5 7 ) 

i^:^- [4- (4-;'f^;PrS7-^-tyUy-2->f;PrS7) -i^^n^^iy^V:^ 
^;^] -7);l^^N'SyM'<yi/>XXT/l^ (2. 7 3g. 6. 5 Ommo l ) c7)Me oh ( 

27mL) mmZ: 10%Pd/C (273mg) i:Mtfz. ^(^M-^'^i: 5 0°CT. /]< 

fz. d^°yv-t:fiS§ii/tDMAP (2. 4 5g. 7. 3 5mmo 1 ) tOCHj CI 2 ( 

1 OmL) ig'fl:2-hU7;L'3j-n^hdri/-Oy'-<;K4 7 2mg. 2. 1 
Ommo 1 ) i3j;Wiff|g(7)|l|f!(c (300mg. 1. 0 5mmo 1 ) SrjD;?.-^^. dtfOig-^!^ 
*afit-2. SSralSffL. rjiL, l&ftNaHC03 7RM:av^)^i„ tRB^CHC 1 
3 T-ttSUc (30) , ^;bii:/S«Ji^MgS04±T«S-it. iPiiL. Ji«t. ^ 
j±?S#;^nvb^'-57^- (NH->'y7:?^r';K ^^-^ytpcrtS 0%EtOAc ) iiJ:t/ 
77'yyj.7nvh7"77^- (^UX^^J^Vt/. CHC I3 tfW2 0%MEOH ) Cli'^W 
SL, mmitz. amiJOEtOAc (ImL) EtOAc (5mL) ^04M 
i^S^/Kig^Jni^io ^OSJSig^!|l?l^Sia-C-3 0^rESSffL. }I«L/i„ m^^<^Et 

2 o ( 5mL) ?§?g^afiT'misjtf#L. pmz^<ommaimbit. i^x-N- i 
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4- (4-;^^^;^T5y-^:^y"Uy-2->f;^TSy) ->'^'n's^i^;l';><^;l'] -2 
-hU ymxj^ Y^-y-KVXr^ FJtMKJS ( 2 0 m g . 4% ) 5&^efecDH#;t LTf# 

ESI MS m/e 474, M + ; iH NMR (500 MHz, CDCI3) <3- 12.82 (s, 1 H) , 8.63 (d, J = 

7.3 Hz, 1 H), 7.97-8.12 (m, 2 H), 7.91 (dd, J = 7.6. 1.5 Hz, 1 H) , 7.54 (t, J = 
7.6 Hz, 1 H), 7.48 (dt, J = 7.9, 1.8 Hz, 1 H), 7.38 (t, J = 7.0 Hz, 1 H), 7.26-7 

.35 (m, 2 H), 7.19 (t, J = 7.6 Hz, 1 H), 6.77 (t, J = 5.8 Hz, 1 H), 4.30-4.41 (m 

, 1 H), 3.41 (t, J = 6.4 Hz, 2 H), 3.20 (d, J = 3.7 Hz, 3 H), 1.48-2.01 (m, 9 H). 
[0414] 
llfS^J5 9 




>';^-N4 -;^^;t/-N2 - {4- [ {2-V'}l')V^u^Y^^y-'<^yV)Vr<J) 
[0415] 

7.^-/rK : ^X-N4 -^^;t'-N2 - {4 - [ ( 2 - h 'J 7;t^^n^ h^rv'-'^ 

y-jjvr^j) -~/^n^^i^;t.} -^i~Yvy-2, 4-s/r5yriSlttS 

mmms scox^yrAx-nhtitzi^x- [4- {4-^i-;vr^/-^i-Yuy-2 

-■^Jir^y) -i^^rt^^i^jV-^ii-jU] -;^^;^^^'SyK-^^y>'';^xxf■;^ (2. 73 g 
,6. 5 0mmo 1) <7)MeOH (27mL) COM^. 1 0%Pd/C (273mg) 

. *[Efe<7)|lI#; (1 . 9 5 g ) tm^h.tz,, miiC'^Mi^ ( 3 0 Omg. 1 . 0 5mmo 1 ) 
triM e O H ( 3 m L) cr^mz.^ 2 - h 'i 7Jl'^Uy< h^i- -KyXT/lT^ K (200 
mg, 1. OSmmo 1 ) , AcOH (6 3mg. 1. OSmrrio 1 ) JiiVNaBHg 
CN ( 9 9mg. 1 . 5 Smmo 1 ) ^Mtfz. ^CD^IibiU:^Vy}^m^. C aC 1 2 f~ 

1 3 T'tttiiUc (30) . ■^h^fzW&mmsSO^±T^m^^. PML. w^t. 

X/yy-/=yj.^n-7hXyy ^~ i'^'JAyH. CHC 1 3 ttKT) 1 0%Me OH ) {ZX^ 
WML. mmi fz. m^mff^E to Ac ( ImD EtOAc {5mL)rpC04 

M(r,mt7miMifz. msM^^im^x'so^mmnt. mmLtz. n^m<^Et2 
o ( 1 omL) mraji^fL. pmizxKimms^:mi!bik. i^x-n'^ - 

y^;p-N2 - {4 - [ {2-hVyfUtvj^h^i^-^y=J>vrS:/) -^^)V^ -i^ 

^u^^i^jV) -^i-V'^)y-2. 4-i-'r5y^»S ( 1 7 5mg, 33%)*iafe 
<miii^bLX%Mz. 

ESI MS m/e 460, M (jSglS) + H+ ; iH NMR (300 MHz, CDCI3) (J 11.49 (brs, 1 H), 9. 
74 (brs, 1 H), 9.57 (d, J = 4.4 Hz, 1 H) , 8.43 (d, J = 8.4 Hz, 1 H) , 8.27 (d, J 
= 8.4 Hz, 1 H), 8.13 (dd, J = 7.5, 1.8 Hz, 1 H), 7.24-7.51 (m, 4 H) , 6.95-7.16 ( 
m, 2 H), 4.28 (s, 2 H), 4.13-4.38 (m, 1 H), 2.99 (d, J = 4.5 Hz, 3 H), 2.92 (d, 
J = 4.8 Hz, 2 H), 1.41-2.19 (m, 9 H). 
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[0416] 

mmm 6 0 




i^X-N^ - {4 - [ (4-7'n^-2-hU7;l/>rn;<h^i— ^^i/VkTSy) - 
[0417] 

Xf v7°A : i/X-N2 - {4 - [ ( 4 2 - h U 7;l':tn;>< h^i^-Ky 

^yzMmiT)^^ 

ESI MS m/e 538, M (ilglM) + r ; iH NMR (500 MHz, CDCI3) (S" 11.23 (brs, 1 H), 9. 
75 (brs, 2 H) , 9.46 (brs, 1 H) , 8.43 (d, J = 7.9 Hz, 1 H), 8.29 (d, J = 8.5 Hz, 

1 H), 8.08 (d, J = 8.5 Hz, 1 H) , 7.55 (dd, J = 8.6, 1.8 Hz, 1 H), 7.44-7.52 (m, 

2 H), 7.14 (t, J = 7.3 Hz, 1 H), 7.07 (d, J = 7.9 Hz, 1 H), 4.24 (s, 2 H), 4.19- 
4.30 (m, 1 H), 2.88-3.05 (m, 5 H), 1.38-1.84 (m, 9 H). 

[0418] 
^^J6 1 
[-(1:208] 




HCI 



^^X-A-yu^-n- [4- {A-:^'t!VTi. J-^-fV\}y-2-4 )iT5.J) - 
- 2-V^)y)Vitr3:AV^iy-<yXTi \^Um^ 

[0419] 

X't-zTA: [4- {4-?i^)l-Tiy-^i'YVy-2- 

mmm5Q(^7.T'yrAX'%hh.fziyX- [4- {A-yii')VT^y-^i~Y'}y-2 
-A)VT5./) -'y9u^^i/)V^^)V^ -7:?;I/^S-5yK'<.yi^%xXT;l^ (2. 73 g 
.6. 5 Ommo 1 ) iOMe OH ( 2 7mL) WMZ^ 10%Pd/C ( 2 7 3 m g ) ^ 

i^X-NZ- {A-T^/:^-1-)V~iy^u^^iy)V) -n'^ ~^^)V~^±Y^}y~2 , 
A-=JTiy ( 1 . 9 5 g ) ifiti^(mWb LX%Mz. HJffiMl 3(7}X^-vrB'C% 
i^KfzA-yu^-2-V^}y)VtUy^V^i^-'RM.^W.{5 9 9ms^ 2. lOmmo 
1 ) tOCHj C 1 2 (6mL) \mL\>Z^ DMF (1//L. 14. 7/xmo 1 ) iJjclXSO 
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CI2 2. 6 Ommo 1 ) ^J[|;t/S, ^COM^^iMm'lZS O^mMW 

DMAP (2. 4 5g. 7. 3 5mmo 1 ) WCHj C 1 2 (6mL) friE<7) 

-fyyy-2, 4-^'rsy (soomg) *jp^/i„ ^coM-^mim.ST2 4mmmn 

L. riSL. ISftNaHCOg 7ic?f?Itc?±u/::'o tKM&chc 1 3 fttajL/c ( 30) , 
-^i9-ii:/i^Kii^MgS04 ±T«§*. riiL. iillL. 4'ffiS#;^nvh^'-57 ^ 
- (NH-^y^y;^. ^^^fy4l<7)5 0%EtOAc) tj;i9«ML. Jl^L^:, 
if^iOEtOAc (ImL)^Mts EtOAc ( 1 0 mL) ftic04 Mc7)j^'f[:**&JP;tJt 

o RjtB?i^&M?at'mrajsffL. mmttz. mm^<^Et2 o ( i omD mm^m 
^m-immmni. pmizx y)immt:m^ik. ^x-4-7'n^-N- [4 - (4- 
;>(^;t/Tsy-^-^v'uy-2--^/^Ts./) ;'n^^^;k.X^;H 

:^n;< h^^—KyXr^VimM (47mg, 8 "6) s'Sfei^Hfrt LT#fbfL/i„ 
ESI MS m/e 551, M (jtlfM) * ; NMR (500 MHz, CDCls)^ 12.61 (s, 1 H), 8.56 (d 
, J = 7.3 Hz, 1 H), 8.40 (brs, 1 H), 8.15 (d, J = 8.5 Hz, 1 H), 7.78 (d, J = 8.5 
Hz, 1 H), 7.47-7.55 (m, 2 H), 7.42 (t, J = 1.5 Hz, 1 H), 7.26 (d, J = 8.5 Hz, 1 
H), 7.17 (t, J = 7.6 Hz, 1 H), 6.88 (t, J = 5.8 Hz, 1 H), 4.32-4.44 (m, 1 H), 3 
.40 (t, J = 6.1 Hz, 2 H), 3.20 (d, J = 4.3 Hz, 3 H) , 1.49-2. 00 (m, 8 H). 
[0420] 

mmme2 
um9: 




2HCI 



v;^-N2 - {4- [3- {4-r^=t-2-hUyji't^?(h^>'-yj:-jV) -r 

^b7^T5y] -'^:?u^^i^)V) -N4 , N't -i^^i-)V-^i-YV y- 2 , 

s yzMmm. 

[0421] 

^r>/TA : (E) - 3- {4-yn^-2-Y^)ymxi:<V^-y-y - 

(xb^^-^ ^^>'y^;^-;^X7 < JA)V) -Sitx^/Pxx-r/t (3. 4 5 g. 
15. 4mmol)cOTHF(230mL) WMz^ i^A }V^a) 6 0 %im^ V 'J A 
(37 0mg, 1 5. 4mm o 1 ) m^^Uz^ ;<7)&^t^&S^T-5 0 5>rBmf 4°C 
l^zrmhfl. cltOOTI'&^Jjt;, THF (1 OOmL) 4i<504-7-at-2-bU7;l':t 
b^i^-A;yXT;kTb b' ( 3 s. 11. 2mmo 1 ) ^%x.fz, i£0?M-&^^SS 

■CI smfmny^f^. ^crymm:^-^ ot^ar. TKM&EtoAc-c-fi&ajLit (30) „ 

^- (^|J^^^■/^. ^^-9-y4'i^5%EtOAc) J; 19 If ^-r -St. (E) - 3- (4 
-7n^-2-hy7;l'^n;^h^>'-7x-;l') -r^"J;^aSxf-;l'XXT;K 2 . 9 

8g, 7 9%) :^;^4Efe<7)J^--^;^hL■r^#ttL/i„ 

CI MS m/e 339, M + H+ ; iH NMR (300 MHz, CDClg).^ 7.85 (d, J = 15.8 Hz, 1 H), 7. 
42-7.58 (m, 3 H), 6.48 (d, J = 15.8 Hz, 1 H), 4.29 (q, J = 7.0 Hz, 2 H), 1.35 (t 
, J = 7.0 Hz, 3 H). 
[0422] 
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Xr-7 7°B : 3- (4-7-nt-2-bU7;l':tn;'<b^i/-7x-;l') -rn^-^y 

7j<«'fbr;l^S-'^Ay^'>'A (834mg. 22. 0mmol)c7)Et2O(20mL 

) mmmi 4''az{^mLtz.. (e) -3- (4-7-"n^-2-bU7;i'>rn;><b^>'-7 

x::l;^) -r^y;HSx^;PXXx;K 2. 98g-8. 7 9mmo 1 ) COE t 2 O ( 9 

m L ) mimmtn l , zcoMi^m^m^^T 9 0 jfmmn kjcs: EtoAc (6mL 

) iaftNH4 C l7ic?f?SSr?SaPLi^c» Tkii^EtOAcT'ftaiUc (30) 

ffit. 77'/;/j.^'nvhi!^^7^- (i/y;!5'^r7^. ^=3fifyctJC02 5%E t OAc ) 
iOWSt-l-t. 3- (4-7^nt-2-hU7;^^n^h^^-7x-;l^) -rn^N°y 
- 1 -t-fl ( 1 . 1 4 g. 4 3%) ii^iimcr)^^ fib lX%Mz. 

EI 1« m/e 298, M+ ; iH NMR (300 MHz, CDCI3) 5- 7.10-7.43 (m, 3 H), 3.68 (t, J = 6 
.4 Hz, 2 H), 2.67-2.80 (m, 2 H), 1.75-1.94 (m, 2 H) . 
[0423] 

Xf -yTC : 3- (4-7'nt-2-hU7;k:tn;^h^i^-7x-;l^) -7°nt>)- 

3- (4-7"n^-2-b U7;l/:tn^ h^v-~7x-;l^) -7°nv\°y- 1 ( 
1. 0 3g. 3. 4 4mmo 1 ) i^)CH2 C 1 2 { 47 mL) mMi 4VjZi^i!i\L. -^y 
-ih ( 1 . 4 g) mif^nn^viJ^mi^V'J-'yj^ ( 1 . 1 1 g. 5. 1 6mm o 1 ) 

=y:x^\j^h^'yy 4~ {'y^)Af)V^ ^^-tfycfcoi 6%EtOAc ) [zX'ommth 
3- {4-fr3^-2-Y^)y)V^'QAY^:y-yaL-)V) -7°nt°jf yT^Prt F 
(6 5 9mg. 6 4%) >{(i*E-fei?);r-f;I^tLT#J^^lit, 

CI NB m/e 297, M + H+ ; iH NMR (300 MHz, CDCIg)-? 9.80 (t, J = 1.1 Hz, 1 H) , 7.3 
2-7.42 (m, 2 H), 7.17 (d, J = 8.4, Hz, 1 H), 2.96 (t, J = 7.4 Hz, 2 H), 2.72-2.8 
1 (m, 2 H) . 
[0424] 

Xr>y7°D : i/X-N2 - {4 - [3 - ( 4 -T'nt- 2 - h U 7;l':tn;'{ h^i-- 

-2, 4-i^'rsyr»S£?)^Ee 

ESI MS m/e 566, M (jSilS) + ; NMR (300 MHz, CDCI3) S 8.81 (d, J = 7.2 Hz, 
1 H), 7.91 (d, J = 7.9 Hz, 1 H), 7.60-7.70 (m, 1 H), 7.49 (d, J = 8.4 Hz, 1 H), 
7.12-7.42 (m, 5 H), 4.31 (brs, 1 H) , 3.52 (s, 6 H) , 3.23 (brs, 1 H), 3.02-3.14 

(m, 2 H), 2.78 (t, J = 7.8 Hz, 2 H), 1.97-2.36 (m, 8 H), 1.59-1.85 (m, 2 H) . 
[0425] 




iy;^-N2 - {4- [4- {A-y''o^-2-h^}y)V:^'o^h^iy-y :x.=^)V) -y' 
^)VT^J^ -^-^n^^^-;!/} -N4 , N4 ^;k-^-tvyy- 2, 4-'JTi 

[0426] 
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Xr-7 7°A : (E) -4- ( 4 2 - b U 7;l':tn;?< h^i^-7x-;k) - 

ESI MS m/e 352, M+ ; iH NMR (300 MHz, (m^) S 7.33-7.53 (m, 3 H) , 6.64 (d, J = 
16.2 Hz, 1 H), 6.37 (dt, J = 16.0, 7.1 Hz, 1 H), 4.18 (q. J = 7.2 Hz, 2 H), 3.28 

(dd, J = 7.1, 1.5 Hz, 2 H), 1.29 (t, J = 7.2 Hz, 3 H). 

[0427] 

mm\ 6 2 i^xr r B lt . ^<^\t-^m:Wz . 

EI MS i/e 312, M + ; NMR (200 MHz, CDClg)^ 7.10-7.42 (m, 3 H), 3.68 (t, J = 
5.1 Hz, 2 H), 2.60-2.82 (m, 2 H), 1.50-1.79 (m, 4 H), 1.10-1.50 (brs, 1 H). 
[0428] 

XTvrC : 4- {4-7u^-2-hV7)U^n?<h^i^-yx~lU) -y^)VT 

mmm e 2 t^x^ >y r c <Dmwkm lx . m.m<D\t-^m%fz . 

ESI MS m/e 311, M + ; iH NMR (200 MHz, CDCI3) 5 9.79 (s, 1 H), 7.02-7.22 (m, 
3 H), 2.60-2.84 (m, 2 H), 2.49 (t, J = 5.9 Hz, 2 H) , 1.80-2.03 (m, 2 H). 
[0429] 

Xrv7°D : i-x N2 - (4- [4- (4-7^0^-2- hU7;P^n.xh^;^- 
7x-;^) 7-f/i7'sy] -i^^n^dfi/;!^} -N4 , -i;;<^;^-df^yy y- 
2. 4-i>-rsy-iS^ii<7)-^^ 

^i5ij9(7);?.T-yrCT'f#J^fL!^v:;^X-N2 - ( 4-TSy-;/^'nA.Jf -N4 
, N4 -i>-^^;l/-^^VUy-2, 4-^/75^ (240mg. 0. 84mmo 1 ) (D 
Me OH (3mL) !iSSIiliC, 4- ( 4 2 - b U 7;l/^n;>< b^^f i^-7x::^/l' 
) -7■^;^r;^ThF (26 2mg. 0. S4mmo 1 ) . Ifit (7 9mg„ 1 . 2 6m 
mo 1 ) fcit/NaBHg CN (7 9mg, 1. 2 6 mm o 1 ) ^ JUiJ^Co i^ORJE^Ff^ 

1 3 T«L/i (30) „ -&jb-1i:!^c^rtiii&MgS04±-C-|S^§-^. rjit. jB^L. 
^ffi«#:^n^h/77^- (NH-S^y^y/t-. ^df^fy4I^0 5 0%EtOAc ) t^j: 
DlfS^I>i:, W<M^(7mmm^->td-z. .Zi?3EIfri^E t OAc (2mL) Et 

oAc (lomL) ^cr)Amcr)mt7mrmifz. z<nm.-^mim^ximmmnL. m 
mhfz. mmw)^t-^ o (20mL) \wmm.i^xinmmwifz.. ■¥Mzx.m\¥i: 

^ft, Et2 OT»L. iSJ±T(:fgS§-ti:l>^. >^x-n2 - {4- [4- (4-7-n 
^-2-hy7;l/^n;^hdf£^-7x-;l/) -y^)Vr^J^ -N4 
, m -:y^i-}V-^i-Y^}y-2, A-'JT^yZMmL {2 20ms. 40%)*^^ 
^(Drn^t LX%t:>Ktz. 

ESI MS m/e 580, M (jtglS^) + H+ ; iR NMR (200 MHz. CDCI3) 5" 12.73 (brs, 1 H) , 9. 
55 (brs, 2 H) , 8.66-8.88 (m, 1 H) , 7.92 (d, J = 7.9 Hz, 1 H), 7.66 (t, J = 7.3 H 
z, 1 H), 7.48 (d, J = 7.7 Hz, 1 H), 7.12-7.40 (m, 3 H), 4.20-4.42 (m, 1 H), 3.52 

(s, 6 H), 2.92-3.42 (m, 3 H), 2.60-2.78 (m, 2 H), 1.58-2.59 (m, 12 H). 

[0430] 
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H 




.Br 



O F 



2HCI 



>-;^-N2-(4-{[2 - (4-7'nt-2- hU7;W:tn;^ h^>'-7x:i;l^) - 



llffi^j2 4iOXT^>77°B-C-#^>*l/iS^X- [4- ( 4 -i/y^;I^75 /-^^yj >- 

2--f;t/r5,/) ->^^n^=5f>;k?:f-;l.] -:^f/t/ys'5 Vit^y >^Vl^xXx.;K 1 2 . 1 
g . 2 7. 9 mm o 1 ) COM e O H ( 1 2 0 m L) i:f?S(C. 1 0 %P d/C ( 1 . 2 1 g 

77-yi^A:?'nvh^''77>f- ( NH->'U;!5'^';t'. '^^■if yctic7)6 6%E t O A c 
^OO^;ki.tfi01 5%MeOH) tcj; OfflfM-f'St. N2 - {4-Tiyj<^)l—i^^ 
U^^'^fV) -N^ , N4 -i;•,Xf-;^-^-^y■Uy-2, 4->>'T5y(6. 9g, 83 
%) ^i^feiOSfttt-Cffi^ii;^.:. 

CI MS i/e 300, M + ; iH NMR (300 MHz, CDClg)^ 7.81 (d, J = 8.4 Hz. 1 H) , 7.4 
0-7.51 (m, 2 H), 6.98-7.04 (m, 1 H), 5.04 (d, J = 7.3 Hz, 1 H), 4.24-4.30 (m, 1 
H), 3.27 (s, 6 H), 2.60 (d, J = 6.4 Hz, 2 H), 1.81-1.96 (m, 2 H), l.?7-1.76 (m, 
4 H), 0.90-1.51 (m, 5 H). 



Xr^TB : i/X-N2 - (4 - { [2 - ( 4 -7'0^- 2 - h 'J ^/P^n^f h^i- 

-7x-;L') -x-f/I/TSy] -y^;W! -N4 , N4 -i-';?*^;!^- 

^i-y U y - 2 , 4 - 5 yztaigtac^j-^fiSc 

^ffiM 3 7 c7)x T 7 7° B co^m^rmm Lx . mm(^it-^mmtz . 

ESI MS m/e 566, M (jlilS) + H+ ; ^H NMR (300 MHz, CdCl^) & 12.45 (s, 1 H), 9.74 

(brs, 2 H), 8.70 (d, J = 7.6 Hz, 1 H), 7.90 (d, J = 8.4 Hz, 1 H), 7.66 (t, J = 

7.6 Hz, 1 H), 7.17-7.52 (m, 4 H), 4.30 (brs, 1 H), 3.52 (s, 6 H), 3.32-3.50 (m, 

2 H), 3.17 (brs, 2 H), 3.01 (brs, 2 H), 1.56-2.10 (m, 9 H). 
[0433] 

mm 6 5 
um2: 



[0431] 



[0432] 




2HCI 



>-;?,-N2 - (4- { [2- (4-7'nt-2-by7;lx:tn;>{h^>'-7x~;k) - 
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[0434] 

Xr-/TA: ;^X-N2-(4-{ [ 2 - ( 4 2 - h U 7;l^^n^ b^r^^ 

ESI MS m/e 552 M (jlSIS) + ; NMR (300 MHz, Cm^) S 11.66 (s, 1 H) , 9.62 
(brs, 1 H), 9.40 (brs, 1 H), 8.05-8.50 (m, 2 H), 7.21-7.58 (m, 4 H), 6.96-7.21 ( 
m, 2 H), 4.26 (brs, 1 H), 3.41 (brs, 2 H), 2.75-3.31 (m, 7H), 1.30-2.24 (m, 9 H). 
[0435] 

mmmee 



^'X-N'i , N4 ->>-;<^;L'-N2 - {4- [2- ( 2 - h U 7;l/:tO;>< h^>'-7x 

-Xf-;l/r5y] -i^^'nA.df-i^/U} _d{.-^yyy_2, 4 - i^^T s yrj^KiS 
[0436] 

;?>r>/rA : ^X-N4 , N4 -i;^^;^-N2 - {4- [2- (2-h'J7;t/^n 
y h^i^-^x-zL-) -xf-/I/TSy] -vi?n's=3fi^;t,} _djL-^yijy_2, 4-i^'T 

mmms 7 cox^^yrBx-%^Ktzi^x-N2 - {4 - [2- (4-70^-2 -hu 

7;k3fn;^h^>'-7x-;U) -x^;pr5y] -i-^'nA.df -n4 , n4 -i^V 
^;l/-df-^-yu>'-2, 4-i-'rS>'rJSS!JS (2 50mg. 0. 4mmol)iDEtO 

H (5mL)v§jSt, 10%Pd/C (7 5mg) ^COiff^'^^mSiT. /K* 

SHMTt: 1 7 mmmif L , riia L , Mft N a H c o 3 ykimizm^ ^fz. *1 ^ c H c 1 
3 TrnmUz (30) „ ^-^?-ti:fcW1iJI&MgS04 J:t'|gS$-tt. rjit. ««L, 7 
5>y^jL^'nVh^''57 ^- (NH-^y7^?y/l^, ^Jf-y-ytt'WS 0%Et OAc ) ICi 
^WM-fht. M^C^^^^l'ti'^n^MfZ. >ZO:t-fyPc7)EtOAc (4mL)?§jt(C. E 
tOAc (0. 25mL)4't04 Mc?)t^-fl:*S^ail;t>t . ^ COM-^m^m^T 1 m^MW 

L. mmifz. m^m^Et^o ( i smD i,zmm^^. mi^x-mmmnitz. rii 

^;l/-N2 - {4- [2- ( 2-hy7;l/*n^h^^-7x-;U) -xf-zi^rsy] - 
;/:^'^^^^;^} -=3f-^^y'yy-2, 4-=Jr^yrMm&{io4mg. 48%)ti^& 

ESI MS m/e 474, M (®ilM) + H+ ; iH NMR (300 MHz, CDCI3) d 12.62 (s, 1 H), 9.78 

(brs, 2 H), 8.71 (brs, 1 H), 7.93 (d, J = 8.4 Hz, 1 H), 7.39-7.77 (m, 3 H) , 7.1 

4-7.37 (m, 4 H), 4.33 (brs, 1 H), 3.15-3.71 (m, 11 H), 1.93-2.53 (m, 6 H), 1.62- 

1.89 (m, 2 H). 
[0437] 

mmmei 



F 




2HCI 
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{4-7u^-2-hUy)]^^nj<h^>'-y3^-)l) -N- [4 - (4- 

m 

[0438] 

mmm i s ^^xt r b lt . mmcoit^mntz „ 

ESI MS m/e 298, M + ; iH NMR (300 MHz, CDCI3) d 7.39-7.47 (m, 2 H), 7.22 (d, J = 
8.1 Hz, 1 H), 3.70 (s, 2 H). 
[0439] 

XT^yTB : i^X-2- ( 4 -T'a^r- 2 - h U 7;P^a;>f hdr>'-:7x -N 
- [4- (4-i/;^-?-;kTSy-^-tV'y>--2->f;l'TSy) -i^^'OA.dfi^;]^] -7 

^ffiW I 7i?).X-r'vrA;?)f)l||^telt1LT, ^MHi'Jft^ft^r^H:^. 

ESI MS m/e 566, M (it^M) + ; NMR (300 MHz, CDCI3) d 13.15 (s, 1 H), 8.91 

(d, J = 7.7 Hz, 1 H), 7.89 (d, J = 8.4 Hz, 1 H), 7.61-7.70 (m, 1 H), 7.48-7.56 

(m, 1 H), 7.39-7.45 (m, 1 H), 7.21-7.33 (m, 2 H), 6.02 (d, J = 8.8 Hz, 1 H) , 4.1 

9-4.33 (m, 1 H), 3.82-4.03 (m, 1 H), 3.53 (s, 2 H), 3.51 (s, 6 H), 1.64-1.97 (m, 

8 H). 

[0440] 

mmm 6 8 

Um5] 




(4-7-n^-2-hU7;l':tn;^h=¥>'-7x-;P) -N- [4- (4- 

[0441] 

Xt-vTA: - (4 -7-0^-2- b U7;L':tny b^i^-^x-;]/) -N 

- [4- (4-=j?(i'>]^r^J-^-rv"vy-2-'^)\^riy) ->9u^^iy)Vy<i')V 
mmm47(7}Xy-vrA<7^^m^mmLx. mm<7^it-t:m^wz. 

ESI MS m/e 580, M (jtilM) + H-^ ; iH NMR (300 MHz, CDCI3) d 12.85 (brs, 1 H), 9. 

08 (d, J = 8.4 Hz, 1 H), 7.90 (d, J = 8.8 Hz, 1 H), 7.58-7.72 (m, 1 H), 7.19-7.5 

4 (m, 5 H), 6.81-6.98 (m, 1 H) , 4.28-4.51 (m, 1 H), 3.83 (s, 2 H), 3.51 (s, 6 H) 
, 3.29-3.34 (m, 2 H), 1.42-2.03 (m, 9 H). 



(3 54) 
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[0442] 

mmm6 9 



H 



HCI 




^>5.-3- (4-rn^-2-hy7;I/*n^h^^-7x-;U) -N- [4- (4- 



X-f'yTA: 3- ( 4 -7-Ot- 2 - h U 7/1 :tO,>< h^v--^ x-./P) -7°at°:t 

llffiWe 2 £7)Xt 7 7°B-C#<btL/i 3 - ( 4 -7-n^- 2 - h U yjl^n^ h^iy- 7 
x-;l^) -rnvty- 1 -:t-;l' (Ig. 3. 34mmol) COT-fehy ( 1 5mL) ig 

mm^^K ( 5 omL) 7]ci^E 1 2 ox-mmifz om) . ^b^tz^mM^m 

A,dfi?-y+co2 5%EtOAc ) 3- (4-7"nt-2-hU7/k:t 

n^h='fi^-7x:i;P) -Tnt^y^ (930m g. 8 9%) ii'^^m ^ ii^h\^X% 

ESI MS m/e 313, M + ; iH NMR (200 MHz, CDCI3) (J 7.31-7.50 (m, 2 H), 7.10-7.29 (m 
, 1 H), 2.97 (t, J = 7.7 Hz, 2 H), 2.65 (t, J = 7.7 Hz, 2 H). 



;^r>y7°B : >'X-3- ( 4 -T'n^r- 2 - h U 7;l/3j-n;^ h^>'-7x::i;l') -N 

- [4- (4-i>'^f-;i'rsy-^i-yuy-2->f;prsy) i-^'oA.^>';n -rn 

ESI MS m/e 580, M (jSHS) + H+ ; iH NMR (300 MHz, CDCI3) d 13.12 (brs, 1 H). 8. 

92 (d, J = 7.9 Hz, 1 H), 7.90 (d, J = 8.3 Hz. 1 H). 7.47-7.73 (m, 2 H) , 7.15-7.4 
4 (m, 3 H), 5.92 (d, J = 8.4 Hz, 1 H), 4.18-4.38 (ra. 1 H), 3.76-4.03 (m, 1 H) , 3 
.51 (s, 6 H), 2.98 (t, J = 7.7 Hz, 2 H), 2.44 (t, J = 7.7 Hz, 2 H), 1.55-1.96 (ra 
, 9 H). 
[0445] 



[0443] 



[0444] 



F 




HCI 
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[0446] 

Xr-yTA: i^X-N- [4- ( 4 -ix'^^/t-T 5 y-^-t-VJ y- 2 ->f /I^T S 7 

) -^-^n^^i^/i-] -2- ( 2-bU7;t/^n.x h^i/'-yx-;]/) -T-tbT5KiS 

ESI MS m/e 488, M + H+ ; iH NMR (300 MHz, CDCI3) d 13.20 (s, IH), 8.84 

(d, J = 7.6 Hz, 1 H), 7.89 (d, J = 8.7 Hz. 1 H), 7.60-7.70 (m. 1 H), 7.49-7.56 ( 
m, 1 H), 7.20-7.43 (m, 5 H), 5.98 (d, J = 7.6 Hz, 1 H), 4.23 (brs, 1 H), 3.84-4. 
03 (m, 1 H), 3.59 (s, 2 H), 3.50 (s, 6 H), 1.62-1.98 (m, 8 H). 
[0447] 

mmm7 1 

[^t218] 




=^x-N- [4- {4->':<i')i-r^y-^i'Yvy-2-^ )ir?,/) ->^oa.^ 

^-/l/j^f-zH -2- {2-b'j7;L':tn;<h^>'-7x-;l') - T-fe h T S FJS^iS 
[0448] 

XT^rA: i^x-N- [4- {4-=j^i-fvr^/-^i-Yuy-2—()vriy 

) -2- ( 2 - b U 7/l x h-^v-^x-zP) -T-thT 

ESI MS m/e 502, M (jMM) + H+ ; iH NMR (300 MHz, CDCI3) d 12.99 (s, 1 H), 8.99 
(d, J = 8.5 Hz, 1 H), 7.90 (d, J = 8.2 Hz, 1 H), 7.63 (t, J = 7.62 Hz, 1 H), 7. 

38-7.54 (m, 2 H), 7.1^7.34 (m, 4 H), 6.55 (brs, 1 H), 4.28-4.43 (m, 1 H), 3.81 

(s, 2 H), 3.51 is. 6 H), 3.27 (s, 2 H), 1.46-1.99 (m, 9 H). 
[0449] 

[-(1:219] 




i^X-N"^ , N4 -i>'^i-fV-N2 - (4- { [2- (2-hvyji^vi^h^>—y 
[0450] 

XT-/rA : i^X-N^ , N4 -iy;<i-)l^-N2 - (4- { [2- ( 2 - b U y/k^)" 

2, 4-'Jr^yrmm<n-^iS. 
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y-2— <;l^rsy) -^-^n^df^^/M^/J^] -2- {2-fy7;I/jfn^bdrv'-7 
-T-fehrSF («) (246mg. 0. 5mmol) COTUF (3. 5mL 

) lMtOd^'^y-THF|g#; ( 2. 4 5mL, 2. 4 5 mm o 1 ) ^JnifCo i 

(DM^miMiTF^z 2 . 5 B^rESJiff L . ffiM L /i „ m^mc^n H F ( 3 . 5 m D 

, lM(r)Um{4. 4 1mL, 4. 4 1mmol) itOrM-^it^SrsMTi^ 1 ISj 

rajifft, Sat^J^fflL/^c, ic^KJiSM^t. 2MiO*SS{l:^by'>A7K?fliS&3DX. 

/Kii^cHc 1 3 T-ttaiL^c (3 0) . ^bii:!^c*«ii&Mgso4±-c-^^§-*. 

OAc) tJ;i9!fl^-r'&i:. *Efe<7)>J->f ;i?);r-f ;l^c^E t O Ac (4mL 

EtOAc (0. 25mL) fp(04M<Dm\:^mimx.tz. 
■C- 1 B#PhW L . L/^c , nmi!}COE t 2 O { l 5 m D ?§?SSrSiaT- 1 H§m4^ Lfc 
„ r}^t:J; Et2 0T-?7t#L. «ET(c^'M§-ii:l>t, ^x-N4 , N 

4 -i/^^;l/-N2 - (4- [2- (2-^U7;^^^^^=3fi/-7x::l;^) -x^;kT 
Sy] -^-^'nA.dr^';!^} 4-'JT^yZ.MMU {81ms^ 30% 

FAB MS m/e 488, M (jSlfM) + ; iR NMR (300 MHz, CDClg) d 12.56 (s, 1 H), 9.72 
(brs, 1 H), 8.72 (d, J = 7.7 Hz, 1 H) , 7.90 (d, J = 8.2 Hz, 1 H) , 7.66 (t, J = 

7.7 Hz, 1 H), 7.42-7.54 (m, 2 H), 7.15-7.32 (m, 4 H), 4.22-4.35 (m, 1 H), 3.51 ( 

s, 6 H), 3.38-3.59 (m, 2 H), 3.11-3.30 (m, 2 H), 2.92-3.07 (m, 2 H), 2.21 (brs, 

1 H), 1.50-2.01 (m, 8 H). 
[0451] 



i^;^-N4 -yf-;l.-N2 - (4- { [2- (2-hiJ7;t'^n;<f^>'-7x-/P') 
-x^;kT5y] -y^;k} -i^i^u^^i^)V) -^i-YVy-2, 4-i^T^y~im 

[0452] 

XrvTA : >-X-N4 -;,<^;^-N2 - (4- { [2 - ( 2 - b U 7 /I- T^ny b ^ 
^—yx-zk) -x^;kT5y] -y^;K -i^^^a^^iyjl-) -^-j-\rvy-2, 4- 

^54^J6 6c7)XTv7°Ac7)^)llISrffifflLT. aS£?3{[:-&!f^jS:f#/i, 
ESI MS m/e 474, M (jSilM) + H+ ; iH NMR (200 MHz, CDCI3) d 11.72 (s, 1 H), 9.23 
-9.94 (m, 3 H), 8.00-8.66 (m, 2 H), 6.64-7.66 (m, 7 H), 4.26 (brs, 1 H), 2.73-3. 
65 (m, 9 H), 1.27-2.44 (m, 9 H). 
[0453] 

mmm7 4 




2HCI 



(3 57) 



#iH2004-315511 (P2004-315511A) 



[^t221] 



^NH 




2HCI 



i/^-N4 -^^;^-N2 - {4- [2- (2-by7;l/^n^hd$^^-7x:i;I/) - 
[0454] 

XT'vrA : ^^X-N4 -y^;l^-N2 - {4 - [2 - ( 2 - h U ^/L-^f h^i^ 

-^x-^i-) -x^;prsy] -i^^'o-^^i^/p} -^■tvyy-2, 4->''rs>'— 

ESI MS m/e 460, M (figSM) + r ; iH NMR (200 MHz, CDCI3) d 12.20 (brs, 1 H), 9. 
84 (brs, 3 H) , 8.59-8.79 (m, 1 H), 7.79-8.02 (m, 1 H), 7.10-7.70 (m, 7 H), 3.95- 
4.26 (m, 1 H), 3.09-3.54 (m, 5 H), 2.82-3.03 (m, 3 H), 1.57-2.43 (m, 8 H). 
[0455] 



{A-yu=t-2-Y^)y}VtU)lh^i^-y3^-}V) -N- [4- (4- 



- [4- (4-yy^;kTSy-^-fV'Uy-2--f;kT5y) -i/^'nA.dfi-;!^;^^;!^ 

ESI MS m/e 594, M (MMM) * ; NMR (300 MHz, CDClg) d 12.72 (s, 1 H), 9.01 (d 
, J = 8.7 Hz, 1 H), 7.90 (d, J = 8.2 Hz, 1 H) , 7.65 (t, J = 7.6 Hz, 1 H) , 7.47 ( 
d, J = 7.6 Hz, 1 H), 7.21-7.41 (m, 3 H), 6.96 (brs, 1 H), 4.31-4.44 (m, 1 H), 3. 
51 (s, 6 H), 3.23-3.35 (m, 2 H), 3.03 (t, J = 7.6 Hz, 2 H), 2.76 (t, J = 7.6 Hz, 

2 H), 1.38-1.98 (m, 9 H). 

[0457] 

mmie 



F 




HCI 



[0456] 
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2HCI 



i/^-N2 - (4- { [3- (4-7-n^-2-bU 771-^0^ h^^-7x:i;l/) - 

2, 4-=JTiy~mm 

[0458] 

XT^yTA: i^X-N2-(4-{ [ 3 - ( 4 -7"n^- 2 - h U 7;l^:tn;>< h^ri^ 

ESI MS m/e 580, M (MMM) + ; NMR (200 MHz, CDCI3) d 12.56 (s, 1 H), 9.40 
-9.71 (m, 2 H), 8.56-8.76 (m, 1 H), 7.91 (d, J = 8.4 Hz, 1 H), 7.66 (t, J = 7.6 
Hz, 1 H), 7.13-7.47 (m, 5 H), 4.17-4.39 (m, 1 H), 3.51 (s, 6 H) , 2.83-3.16 (m, 4 

H), 2.67-2.82 (m, 2 H), 1.38-2.53 (m, 11 H). 

[0459] 



i^X-N2 - [4- (4-rSy-2-hU7;k:tn;^h^i/'— ^yi^/PT^y) -i- 



X-f-yTA : v-X-NS - [4- ( 4 -T 5 / - 2 - h U 7;t':tny v -'^.yi^' 

yt/Tsy) -yyn^^^;!/] -N^ , ->>-y ^yt—Jf^yj >- 2 , 4->^'rsy 

mmm2 8C0XT"/rAVniotlfzzyX-N2 - [4- ( 4 - y'nt- 2 - b U 

ny bdf^-A;yi;>r5y) -^-i^n^^^/i/] -N4 , N4 ->>y^;i^-Jf^y'yy 
-2, 4-iyrS.y (1. 5g. 2. 79mmo 1 ) £?)EtOH (25mL)M:. ffl 
^'*(443mg. 6. 93mmol).CuCl (690mg. 2. 79mmol)i5 

j:t/'2 8%NH3 7j<?§?S ( 2 5mL) .1 ORJ6M-^fe^SiITt:3 . SB^relffi 

nifz. Mi^m7m3i^\ /kji^chc 1 3 x-ma^Ltz (30) „ •^i^^i:/i«Ji^M 

A.^ifyi4ic?)5 0%EtOAc ) tCiOftS-f-'&i;. i!Efe(PO:t^/L'*^"#^>tLit. i<7) 
:t^';l^i?)EtOAc (4mL)?§Mt:. EtOAc (0. 2 5mL ) 4iC04 M<7)ig-fblc^ 




3HCI 



[0460] 
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ffifg ( 1 04mg. 6%) ti^&^<Dmi>^tLX%i^tlfz. 

ESI MS m/e 475, M (MMM) + r ; NMR (300 MHz, DMSO-dg)^ 13.08 (brs, 1 H) , 
9.15 (brs, 2 H) , 8.32-8.48 (m, 1 H) , 8.19 (d, J = 8.1 Hz. 1 H) , 7.73-7.85 (m, 1 
H), 7.46 (d, J = 8.4 Hz, 1 H), 7.37 (t, J = 7.4 Hz, 2 H), 6.56-6.71 (m, 2 H), 3. 
94-4.26 (m, 3 H), 3.49 (s, 6 H), 3.02-3.24 (m, 1 H) , 1.59-2.09 (m, 8 H). 
[0461] 

[^t225] 




'^X-N^ - (4- { [3- (4-7'nt-2-bU7;k:tn.Xh^S^-7x-;L-) - 
7°OtVI/7Sy] -yi-)]^} -iy^Vi^^i^)^) -N4 -y^;P-df-tyyy-2, 4- 

[0462] 

X-f>y7°A: N2 - ( 4 -75 y-><^;P-^-^'n^^i^;P) -N^ -;;^^;^-df-^y• 
U^-2, 4-iy'T^y<D^^ 

ESI MS m/e 286, M + H* ; iH NMR (300 MHz, CDCI3) d 7.35-7.59 (m, 3 H), 6.97-7.11 
(in, 1 H), 5.59 (brs, 1 H) , 5.00-5.18 (m, 1 H) , 4.21-4.39 (in, 1 H), 3.13 (d, J = 
4.8 Hz, 3 H), 2.61 (d, J = 6.2 Hz, 2 H), 1.57-1.99 (m, 5 H), 1.04-1.52 (m. 4 H). 
[0463] 

Xr-y7°B : i^X-N^ - (4 - { [3 - ( 4 -7^^- 2 - h U ^/k^n.X h^i/- 
-7x-;P) -7°nt;PTSy] -^^iV) -i^^u^^iyil) -N't -^^fl-^i-Y 
Oy-2, 4-'J75.y-imi^C0'^^ 

mmm 6 3 coxr >y 7°d (^^m^mm lx . mmco^t-^mmtz . 

ESI MS m/e 566, M mMW) + H+ ; iR NMR (300 MHz, CDCI3) d 11.63 (s, 1 H), 9.45 
(brs, 3 H), 8.41 (d, J = 8.5 Hz, 1 H) , 8.32 (d, J = 7.9 Hz, 1 H) , 7.46 (t, J = 

7.54 Hz, 1 H), 7.24-7.39 (m, 3 H), 6.99-7.17 (m, 2 H), 4.13-4.35 (m, 1 H), 2.85- 

3.12 (m, 7 H), 2.75 (t, J = 7.6 Hz, 2 H), 2.27-2.47 (m, 2 H), 1.97-2.18 (m, 1 H) 

, 1.37-1.91 (m, 8 H). 
[0464] 

[^1226] 
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i^x--N2 - {4 - [3- {4-7'"n^:-2-fy7;k^n^bdfv'-7x-;^) -r 



Xr-7 7°A : i/X-N2 - {4- [3- ( A-yvi^- 2- hU y )l't'n;< h^zy- 

^fft^jSOc^Xr-yT-B-Clf^fL/i^X- [4- {4-^i-fVT5.y-^i-YUy-2 
— f;t^rSy) -i^^'nA.Jf^;]^] -;;7;WN'Syigt-7'^;t^x;?.T;t' (8. 68g. 2 
3. 4mmo 1 ) CDCHC 1 3 (8 7mL) EtOAc ( 1 OOmL) fp^4 

NaHCOg 7|^^§^«t■■r;^^y'^tL. l 3 fttttiLi^c (30) „ ^^ioiir/i^ 

si^M g s 04 ±m)i§-tt. -mt. mmtfz do. 5 7 g ) . m^m (594m 

g) COMeOH (6mL) mmm62C0XT'yrCX'n^tlfz3- (4-7'n 

^-2-hy7;k^ny<hdf^-7x-;l/) -7°nt^yr;Uf-'h F (6 5 0mg. 2. 

1 9mmo 1 ) AcOH ( 1 3 2 m g , 2. 1 9mmo 1 ) J^iyNaBHg CN ( 2 
07111^ ^ JMiinno I ) 't-)jiL./_ l.'>fKlL<]i&TV5rS<a-r 1 bB^rsTOft, ®fn 
NnH( c) ^MuNfil^-i^^ 1 ^ -rfttBlr^ I 30) ^ii-Zi^liM^M 

g s ( ) ^ K-CtsS ^5 -t . irjg L . an t , ^E?S{* ^' n v b ^'■ 7 7 ^ - ( N H - y 
;t/. '\-5f-t)->rtii^J5 0%EtOAc, Si^ti^y;&y;k. CHC 1 3 4i<7)l 6%Me OH 
) ^zXKimmi-lt. m^cOyf-tJim^Mz. a^tlc^EtOAc (6mL) m&iz. 
EtOAc (0. 14mL) tp(04MC0Mi\:7m^MlfZo MjtGii-^S:M?ST'3 0*^ 

mm. mmitz. n^mcoEt^o ( i omD }g?g&s?a-c-m^jt#L. rj^tj; 

'Oimm^kM^^k, ^-X-N^ - {4 - [3 - (4-7-n^-2-by7;k^n^h:3r 
^-7x-;^) -7°ntvt-/5yj -i^^n/\:3fvyH -N^ -;<^;p-df:>-vy y- 2 
, 4 - i^'r 5 yrssig ( 5 9 m g . 7 % ) A^efecoEift t ixn^titz. 

ESI MS m/e 552, M (jSSfS) + r ; iH NMR (300 MHz, CDCI3) d 12.37 (s, 1 H), 9.78 

(brs, 1 H), 9.59 (brs, 2 H), 8.68 (d, J = 8.2 Hz, 1 H), 7.55-7.67 (m, 2 H) , 7.2 

7-7.43 (m, 5 H), 3.78-3.96 (m, 1 H), 2.94-3.24 (m, 3 H), 2.50-2.89 (m, 5 H) , 2.0 

9-2.50 (m, 6 H), 1.60-1.98 (m, 4 H). 
[0466] 

mmms o 



^;^-N2 - [4- (4-^nn-2-by7;L'?rny h^>-^> >7^r S 7 ) -i^ 
^n^^^iyH] -N4 , N4 -i^';^^;l^-dfty-y y-2, 4 - i^'r 5 y^t^ISi^ 



X-f-yTA : ^-X-Ns - [4- ( 4 -^nn- 2 - b y 7;l^>!-ny h^^— ^yi^' 
;Prsy ) ->':?n^^>';l^] -N4 , - J;;>(-^;^-dr■:^y■ y y- 2 , 4->>'rSy 

?iHCl (4 2 0xtL) iDj;t/'NaN02 (44mg. 0. 6 4 mm o 1 ) <7)?g-^!||)I^ 

-N2 - [4- (4-r5y-2-fy7;l^>j-n;?< bdf>'-'\y>'';l'rsy ) -i/^'nA. 



[0465] 




2HCI 



[0467] 



(361) 
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1 5mL) mm^Ml. MMX'l O^mWLfz. ^(DKEM-^m^Z^ CuC l (14 6 
mg, 1. 4 7mmo 1 ) <7)}iHC 1 ( 1 mL) 8 O'CTem^mntfz. 

KmM^'^^mmNancos7mmTT/U)^^jitL^ trji^chc 1 3 x-mmLfz ( 3 

0) „ ^i9*/S*eJISMgS04±T-fgMS-li:. r^iL. jlKL. tfEMft^nvh^" 
^7^- (NH-^'UX'^Vl-, ^^^f>'4]c7)5 0%EtOAc ) tcj; DUt^-TS t . ^fe 
COit^/I^^^'ff^tl/io i^O:t^;^^OEt OAc (2mL)?§?St:, EtOAc (lOmL 

E 1 2 o ( 2 0 m L) mmimi^v 1 B#p^jtff LJt » rj^t j; o it^if^^m^ . e 1 2 o 

m#L. «ETt|g®S*Sfc. ;^^-N2 - [4- (4-^'nn-2-hy7;t'>rn 

^h^s/-' ^yy;i/rsy) -i^^n-Ndf^-zH -N4 , -i;^;<f-;^-df^y"uy- 
2 , 4 - i^'T 5 y ZiS^S ( 7 0 m g . 2 9%) *^"a-fe<7)|lft: t LT^# t . 
ESI MS m/e 494, M (jaSlli) + H+ ; iH NMR (300 MHz. (DCls) 6^ 12.66 (s, 1 H), 9.82 
-10.28 (m, 2 H), 8.78 (d, J = 7.6 Hz, 1 H), 8.24 (d, J = 8.3 Hz, 1 H), 7.92 (d. 
J = 8.2 Hz, 1 H), 7.67 (t, J = 7.6 Hz, 1 H), 7.47 (d, J = 8.1 Hz, 1 H), 7.18-7.4 
1 (m, 3 H), 4.20-4.44 (m, 3 H) , 3.52 (s, 6 H), 3.23 (brs, 1 H), 2.02-2.65 (m, 6 
H), 1.75 (t, J = 12.8 Hz, 2 H) . 
[0468] 

mmma i 

[^1:228] 




2HCI 



hyyx-N^ - {4 - [ (4-yn^r-2-hUy;l/:tny hdri/— ^yi-Vl-rsy 
) -y^;H -iy^Vi^^iyfl) -N4 , -=J^i-)l'-^i~YUy-2, 

yrMmu 

[0469] 

-^i-Y u y- 2 , 4 - i^'r s yo-^^ 
mm\ecox'r-yrBX'%Wzhyyx- [4- (4-i;^y^;ixr5y-^^yy y 

Omg. 1 . OOmmo 1 ) <7)EtOAc (1 OmL) BMBz^ Et OAc ( 5mL) 

c^7miti-hv^j^A<.mmx'rji;^vitL. /km^chc 1 3 -t-ttaiL/i ( 30) . 
^fz^mm^Msso^AiX'^m^^. v^mt. mmi. fpimi^^\=i'?hi^'yy^~ ( 

NU-i^^JAyjV. A.df-)fytticr)33%EtOAc*^^3CHC 1 3 4itf03%MeOH) I^Z 

1 DftS-t-St. N2 - (4-r5y-:'<^;t— i^^'n'\^i/;l') -N4 , N4 
-df-fy'Uy-2, 4-i^'rSy (2 5 0mg. 8 3%) *i?igSfe<?):t-<;l'i;LT#^5ll 

ESI MS m/e 300, M + ; iH NMR (300 MHz, CDCI3) d 7.80 (d, J = 9.3 Hz, 1 H), 7. 
38-7.53 (m, 2 H), 6.97-7.05 (m, 1 H), 4.77 (d, J = 9.3 Hz, 1 H) , 3.73-4.02 (m, 1 
H), 3.26 (s, 6 H), 2.57 (d, J = 6.2 Hz, 2 H), 2.13-2.31 (m, 2 H), 1.75-1.96 (m, 

2 H), 0.92-1.45 (m, 7 H). 
[0470] 



(3 62) 
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Ky=Jj\,7i/) -^^)V^ -i^^n^df^/;K -N4 , N4 -i;^^;^-df^y■y>'- 
ESI MS m/e 552, M {«Sli) + H+ ; iH NMR (300 MHz, CDCU) d 12.72 (s, 1 H), 10.1 
9 (brs, 2 H), 8.18 (d, J = 8.9 Hz, 1 H) , 8.06 (d, J = 7.9 Hz, 1 H), 7.91 (d, J = 

8.3 Hz, 1 H), 7.42-7.65 (m, 3 H) , 7.35 (d, J = 8.3 Hz, 1 H), 7.23 (t, J = 7.5 H 
z, 1 H), 4.18-4.29 (m, 2 H), 3.69-3.89 (m. 1 H), 3.52 (s, 6 H), 2.64-2.81 (m, 2 
H), 1.90-2.24 (m, 5 H), 1.02-1.56 (m, 4 H). 

[0471] 

mmm& 2 

[-(1229] 




-^^n^^i^;i/^f-;H -N^ , n4 -i;;^f-;^-df:^vyy-2, A-'Jr^yr.^ 

[0472] 

Xf-77°A : h7>'X-N2 - (4-r5y-i^^'nA.Jf;/;P^^/I^) -N4 , N4 

- 'Jyt- ^)V-^-tV'') y-2, 4 - i>'r 5 ycr>-^^ 

mmm3^x^-;rcm^ixfzV'7yx- [a- [ (4->''.x^;^rsy-^:^y■y 

330mg. 0. 76mmol)<7)MeOH(3. 3mL) WMliZ. 1 0%P d/C ( 3 
3mg) ^Jn;ifc„ ^c^jM-^ftS-MflT'. 7f<««HmT(:2 5i^^f«tfL. riiL, Jiffl 
L. 75'y^j.^n-7h^'"77^- (NH->'y;^?y;l/, •^.^■^^y4'<7)5 O^E t OA c 

N 4 - f-;t/- df-f V y y - 2 , 4 - >^'r 5 y ( 2 5 0 m g . 9 8%) ^ 

ESI MS m/e 300, M + H^ ; iH NMR (300 MHz, CDCI3) d 7.80 (d. J = 8.1 Hz. 1 H). 7. 
40-7.55 (m, 2 H), 6.95-7.07 (m, 1 H), 4.8^5.02 (m, 1 H), 3.36 (t, J = 6.3 Hz, 2 
H), 3.26 (s, 6 H), 2.53-2.70 (m, 1 H), 1.77-1.98 (m, 4 H), 0.93-1.64 (m, 7 H). 

[0473] 

x-f-yTB : hyyx-W^ - [4- ( 4 2 - h y 7;k^ n;'< 
yy;t/rsy) -y^u^^yjV^^JV^ -N4 , N4 -i;;>{^;p-df^y-yy-2, 4 

mmm 3 7 >y r b c7)#jni&ffiffl lt . ^(Dit-^m^%fz . 

ESI MS m/e 552, M (jSSiM) ^ ; ^H NMR (300 MHz, CDCI3) d 13.21 (s, 1 H), 10.03 ( 
brs, 2 H), 8.34-8.47 (m, 1 H), 8.07 (d, J = 8.4 Hz, 1 H), 7.91 (d, J = 8.4 Hz, 1 

H), 7.38-7.71 (m, 4 H), 7.2(^7.34 (m, 1 H), 4.03-4.20 (m, 2 H) , 3.51 (s, 6 H), 
3.28-3.42 (m, 2 H) , 2.65-2.92 (m. 1 H), 2.16-2.35 (m, 2 H). 1.86-2.05 (m, 2 H). 
1.56-1.83 (m, 3 H) , 0.89-1.16 (m, 2 H). 

[0474] 

mmm& 3 



(3 63) 
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2HCI 



i-;?.-N2 - [4- (2, 2->''7ji:-;l^-X^;PT5y) -i/^'nA.Jfi/;p] -N4 
[0475] 

;2>fv7°A: i-X-N2 - [4- ( 2, 2 -s/yji-yl—x^yi/TS 7 ) -^-i^nA. 

df^;^] -N4 , N4 -i;-';<^/^-dr^y''jy-2, 4-i^'rsy^w^(D^E 

ESI MS m/e 466, M (jSliM) + ; iH NMR (300 MHz, CDCI3) d 12.60 (brs, 1 H), 8. 

76-9.28 (m, 3 H), 7.91 (d, J = 8.3 Hz, 1 H), 7.59-7.71 (m, 2 H) , 7.14-7.51 (m, 1 

0 H), 5.00 (t, J = 7.7 Hz, 1 H), 4.30-4.40 (m, 1 H) , 3.72 (d, J = 7.4 Hz, 2 H), 
3.51 (s, 6 H), 3.19-3.43 (m, 1 H), 1.85-2.31 (m, 6 H), 1.52-1.76 (s, 2 H). 

[0476] 
lllfi^J84 

[^t231] 



{2- [3- (4-7'n^-2-hy >';l/3j-n;^ h^i/— ^yi-VPTSy ) -tnUi-' 
[0477] 

x-f -yTA: [2- ( 3 -T 5 7- U i^'y- 1 ->f ;U) -df-tVU y-4 ;k 

SIMMS 1 i?)x-f -y r Ai?)#)iii^ffiffl LT .. mmcoit-^mntz 

ESI MS m/e 258, M + ; iR NMR (300 MHz, CDCI3) (J 7.80 (d, J = 8.2 Hz, 1 H) , 7. 
41-7.57 (m, 2 H) , 6.93-7.06 (m, 1 H), 3.61-4.02 (m, 4 H). 3.40 (dd, J = 11.0, 4. 
97 Hz, 1 H), 3.26 (s, 6 H), 2.09-2.30 (m, 1 H), 1.68-1.87 (m, 1 H), 1.22-1.63 (m 
, 2 H). 
[0478] 

X-f-yTB : {2 - [3 - { 2- hU y)Vtvi :A h^^fiy-KyzyjlT i 

y) -tny>>y-i--f;w] -^^y'yy-4->f;K -'J:>(i-J]^-riyz.iMmucr^ 
mmm 3 7 cryx^^yrBcry^m^mm lx . mmco^t-^mnti „ 

ESI MS m/e 510, M iMMM) + H+ ; iH NMR (300 MHz, CDCI3) d 8.05-8.61 (m, 2 H), 
7.61-7.96 (m, 2 H) , 7.33-7.57 (m, 2 H), 7.17-7.31 (m, 1 H), 4.42-4.64 (m, 2 H), 




F 



2HCI 
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4.34 (s, 2 H), 3.58-4.24 (m, 3 H), 3.46 (s, 6 H), 2.81 (brs, 1 H), 2.31-2.60 (m, 
1 H). 
[0479] 

mmms 5 




(2 - {3 - [2- (4"7"n^-2-bU7;k^n^h:3fix-7x-;l-) -x-f;kT 

sy] -tnyyy-i-^;!/} -=^^yijy-4--f;i/) -i^^i-ji-T^yZ-imM 

[0480] 

Xr>y7°A : (2 - { 3 - [2 - ( 4 2 - h U 7;P>rn;< b^i/-7x- 

ESI MS m/c M ir ; Ml NMI-! (300 MHz, CDCI3) 5 8.15-8.53 (m, 1 H), 7. 

70-7.93 (m, 1 H) , 7.62 (t, J = 7.6 Hz, 1 H), 7.11-7.46 (m, 4 H) , 3.60-4.70 (m. 5 

H), 3.45 (s, 6 H), 3.04-3.59 (m, 4 H), 2.29-2.98 (m, 2 H). 

[0481] 

[^t233] 



H 

2HCI 




N2-[i-(2, 2->''7x-;P'-x^;i') -t:-^yi;y-4->f;H -N4 , n4 
- -J^ i-tv-^i-v'v y-2, 4 - i^'r 5 yrMmu 

[0482] 

X't-zTA: N2-[1-(2, 2-iyyj:-il—J^i'/l)-\^^^J=Jy-4-^!l 
] -N4, N4 -i;y^;l^-df-^yijy-2, 4 - >^'r i >^»^i7)-^JjE 

mm 3 7 <7)xt >y r B <7)^)i^ffiffl LT . mmcDit^mmz . 

ESI MS m/e 452, M (jSilM) + ; ^H NMR (300 MHz, CDCI3) d 12.54 (brs, 1 H), 12 
.42 (s, 1 H), 9.82 (d, J = 8.4 Hz, 1 H), 7.92 (d, J = 8.1 Hz, 1 H), 7.66-7.74 (m 
, 1 H), 7.40-7.54 (m, 5 H) , 7.27-7.39 (m, 5 H), 7.14-7.26 (m, 2 H), 5.17 (t, J = 

6.3 Hz, 1 H), 4.39-4.56 (m, 1 H) , 3.70-3.87 (m, 2 H), 3.34-3.60 (m, 7 H), 3.07- 
3.25 (m, 2 H), 2.55-2.87 (m, 2 H), 1.61-1.94 (m, 4 H). 

[0483] 

mmms i 



(3 6 5) 
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HCI 



1- [4- (4-^'^^;i/rsy-^^rijy-2— f;i/Tsy) -h°^yi-'y-i- 
-3, 3-l^'7x:l;^-r^^^°y-l-:t>'^iSS^S 
[0484] 

;ix>yrA: 1- [4- ( 4 -i-'^^/l^T 5 7 -^^VU y- 2 --f /L-T S 7 ) -t: 

-^yv^'y-i-^f^H -3, 3-=Jy jL-ji—rxjjiy- 1 -:tyUM^cr)-^i^ 

ESI MS m/e 502, M (ffiM + Na* ; iH NMR (300 MHz. CDClg).^ 13.45 (brs, 1 H) , 8 
.73 (d, J = 6.9 Hz, 1 H), 7.89 (d, J = 8.2 Hz, 1 H) , 7.61-7.70 (m, 1 H), 7.56 (d 
, J = 7.6 Hz, 1 H), 7.25-7.39 (m, 11 H), 4.67 (t, J = 7.5 Hz, 1 H), 3.97-4.14 (m 
, 2 H), 3.70-3.89 (m, 1 H), 3.50 (s, 6 H), 3.13-3.30 (m, 2 H), 2.99-3.12 (m, 2 H 
), 1.31-1.99 (m, 4 H). 
[0485] 

mmms s 

[-(1:235] 




HCI 



>-x-N- [4- (4->^'^^;L'T5y-^-^V''jy-2->f;Ur5y) -iy^n^^ 
i^lVl -3, 3-i^7x-;k-Tnt4-yT5 KifeKi^ 
[0486] 

:X'fyTA: i^X-N- [4- {A-'J^^JVT^ J -^■tV^)y-2-^ )Vr^ J 

) -i^^u^^iyjV^ - 3, 3-=Jy ^-}V-ru\f^yr^YimM<^^1k 

ESI MS m/e 494, M (iEgiS) + ; iH NMR (300 MHz, CDCI3) 13.20 (s, 1 H) , 8.77 
(d, J = 8.2 Hz, 1 H), 7.88 (d, J = 7.7 Hz, 1 H), 7.60-7.69 (m, 1 H) , 7.53 (d, J 
= 17.1 Hz, 1 H), 7.12-7.33 (m, 11 H), 5.72 (d, J = 9.2 Hz, 1 H), 4.57 (t, J = 8 

.0 Hz, 1 H), 4.11-4.23 (m, 1 H) , 3.72-3.87 (m, 1 H) , 3.49 (s, 6 H), 2.88 (d, J = 
7.9 Hz, 2 H), 1.47-1.85 (m, 8 H). 
[0487] 

mmms 9 
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[^t236] 




(2 - {4 - [ i4-7n^-2-hUy)V^n^h^i^-Ky'J)ir^y) -^i-fl 
[0488] 

Xy-^yrA: [2- ( 4 -T 5 y^^/l-- t^iy ^/y- l 

ESI MS m/e 286, M + ; iR NMR (300 MHz, CDCI3) d 7.79 (d, J = 8.3 Hz, 1 H), 7. 
42-7.52 (m, 1 H) , 7.23-7.36 (m, 1 H) , 6.94-7.07 (m, 1 H), 4.94 (d, J = 12.7 Hz, 
2 H), 3.26 (s, 6 H), 2.74-3.01 (m, 2 H), 2.61 (d, J = 6.6 Hz, 2 H), 1.46-1.99 (in 
, 4 H), 1.01-1.39 (m, 3 H). 
[0489] 

XT'^yTB : (2 - {4 - [ {4-fn^-2-h^JyJl':^Uj<]^^i^-Ky=J)]^r 

mmm 3 7 £?)xx >y r b <7)#)ii^i$ffl t -c. mm<^it-^mmtz . 

ESI MS m/e 538, M (jt^M) +H^ ; NMR (300 MHz, CDCI3) d 12.66 (s, 1 H), 8.50 

(d, J = 8.1 Hz, 1 H), 8.23 (d, J = 8.6 Hz, 1 H), 7.88 (d, J = 8.4 Hz, 1 H), 7.66 

(t, J = 7.9 Hz, 1 H), 7.50 (dd, J = 8.4, 1.9 Hz, 1 H), 7.36-7.41 (m, 1 H), 7.24 

-7.34 (m, 1 H), 5.01 (brs, 2 H), 4.27 (s, 2 H), 3.49 (s, 6 H), 3.05-3.37 (m, 2 H 

), 2.44-2.92 (m, 3 H), 1.82-2.37 (m, 2 H), 1.14-1.62 (m, 2 H). 

[0490] 

mmm9o 




[2 - (4 - { [2- (4-7"n^-2-bU7;l^>rn;><b^>— 7x-;l/) -x^;I^ 

rsy] -}f^u>'y-i--^ji'} -^i-Yuy-4-^ji^i --jy^)V-r 
^yzMm. 

[0491] 

Xx-yTA: [2- (4- { [2- ( 4 2 - b U ^yk^O;^ x 
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ESI MS m/e 552, M {MMM) + H+ ; iH NMR (300 MHz, CDCI3) d 12.63 (s, 1 H), 8.48 
(d, J = 8.2 Hz, 1 H), 7.79-7.97 (d, J = 7.5 Hz, 1 H), 7.58-7.73 (m, 1 H), 7.19- 
7.48 (m, 4 H), 5.02 (brs, 2 H) , 3.49 (s, 6 H), 2.82-3.69 (m, 6 H), 1.98-2.79 (m, 

5 H), 1.52 (brs, 2 H). 
[0492] 

%mm9 1 

[^t238] 




N2 - { 1- [2 - (4-7'n^:-2-bU7;k:tn^b^i/-7x::^;l') -X^;P] 

-h°^Ui^>-4--f;H -N4, N4 -i;^^;^-df:^y■u>'-2, 

[0493] 

Xf 77°A : N2 - I 1 - [2- ( 4 -7'0^- 2 - b U 7;P:tO;'< b^^—^x- 
)l) -X^;U t'<ij>'y-4— -N4 , N4 -i;;^^;p-^-^v'U>'-2, 4 

ESI MS m/e 538, M (jtlfS) + H+ ; iH NMR (300 MHz, CDCI3) d 12.61 (brs, 1 H), 12 
.43 (s, 1 H), 9.97 (d, J = 8.1 Hz, 1 H), 7.94 (d, J = 7.9 Hz, 1 H), 7.65-7.76 (m 
, 1 H), 7.28-7.52 (m, 5 H) , 4.48-4.62 (m, 1 H), 3.12-3.73 (m, 14 H), 2.68-2.92 ( 
m, 2 H), 1.96-2.13 (m, 2 H). 
[0494] 




H 

2HCI 



N2 - [1- (3, B-i^'yx-^P-rntf/i') -h°>^Ui->-4— f;l/] -N4 , n 
4 - i-ju-^i-Y u y- 2 , 4 - i-'r 5 yz.umu 

[0495] 

Xrv7°A: N2-[l-(3, 3 - x-;P-rnb°/W ) - t'^^U v^- 4 
;H -N4 , N4 ->^'^^;t/-^-fV'yy-2, 4 - S yZJtsKJtaiJO-^Jt 

^5M7 2c^XTv7"At^^||l^ffifflLT. II^CO-fk-&!|lj&f#/i„ 
ESI MS m/e 466, M (jKSfS) + H+ ; iH NMR (300 MHz, CDCI3) d 12.42 (s, 1 H), 12.2 
6 (brs, 1 H), 9.87 (d, J = 8.2 Hz, 1 H), 7.93 (d, J = 8.2 Hz, 1 H), 7.65-7.74 (m 
, 1 H), 7.47 (d, J = 8.2 Hz, 1 H), 7.13-7.37 (m, 11 H), 4.44-4.60 (m, 1 H), 3.98 
(t, J = 7.9 Hz, 1 H), 3.28-3.65 (m, 10 H), 2.93-3.09 (m, 2 H), 2.63-2.88 (m, 4 
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H), 1.84-2.02 (m, 2 H). 
[0496] 

mmm9 3 

[^t240] 



dip'- 




2HCI 



^x-N2 - [4- (3, 3-^'7x-;^-r^hv^r5y) -^^'n^.^f^^n -n 

4 , N 4 - zyj<f-!V-^-tY ij y- 2 , 4 - £^'r 5 y^J^SttS 
[0497] 

X-f-yTA: i^X-NS - [ 4 - ( 3 , 3 -i^'7x:::/l/-rn tVl/T 5 7 ) - n 

ESI MS m/e 480, M (jSilM) + H+ ; iH NMR (300 MHz, CDClg) (J 12.58 (s, 1 H). 9.53 
(s, 2 H), 8.58 (d, J = 7.9 Hz, 1 H) , 7.91 (d, J = 8.1 Hz, 1 H) , 7.64 (t, J = 7. 

7 Hz, 1 H), 7.48 (d, J = 7.9 Hz, 1 H), 7.08-7.33 (m, 11 H), 4.18-4.33 (m, 1 H) , 

4.11 (t, J = 7.7 Hz, 1 H), 3.50 (s, 6 H), 3.16 (brs, 1 H), 2.96 (brs, 2 H), 2.64 

-2.84 (m, 2 H), 1.87-2.25 (m, 6 H), 1.53-1.75 (m, 2 H). 
[0498] 

mmm9 4 



>-7.-N2 - {4- [ (2, 2->^'7x-/k-Xih;l/r5y ) -^i^iV-^ 



X^r-zTA: i^X-N2 - {4- [ (2, 2 - ^-'^x-Zl—x^iPTS 7 ) -^^f]^ 

] -y^n^^^/L-f -N4 , N't -iy'^i-)i'-^i-Y*jy-2, 4-i^'T^yZMmi^ 

ESI MS m/e 480, M (MMM) + H+ ; iH NMR (300 MHz, CDCI3) 12.78 (s, 1 H) , 8.94 
(brs, 2 H), 8.80 (d, J = 8.4 Hz, 1 H) , 7.89 (d, J = 8.1 Hz, 1 H), 7.60-7.69 (m, 
1 H), 7.44-7.58 (m, 2 H), 7.18-7.42 (m, 9 H), 4.91 (t, J = 8.0 Hz, 1 H), 4.19-4 

.34 (m, 1 H), 3.61-3.76 (m, 2 H), 3.50 (s, 6 H), 2.81-2.97 (m, 2 H), 2.04-2.19 ( 

HI, 1 H), 1.74-1.91 (m, 2 H), 1.45-1.69 (m, 6 H). 
[0500] 

mmm9 5 




2HCI 



[0499] 
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.Br 



N2 - [1- (4-7'n^-2-hU7;l^>rn;>{ h^i/-- '^yi-Vl') 

— f;M^;i^] -N4 , N4 -i^';<i-ji-^i-Yuy-2, 4-'J7^y-im^ 

[0501] 

Xt^vTA: N4 , N4 -i/-^^;p-N2 -t>\Ui/'>'-4->f;^;'<^;^-^:^y■'J 

ESI MS m/e 408, M + Na* ; iR NMR (300 MHz, CDCI3) d 7.82 (d, J = 8.3 Hz, 1 H) , 7 
.39-7.59 (m, 2 H), 6.%-7.12 (m, 1 H), 4.79-5.11 (m, 1 H), 3.94-4.31 (m, 2 H), 3 
.42 (t, J = 5.9 Hz, 2 H), 3.27 (s, 6 H), 2.70 (t, J = 12.1 Hz, 2 H), 1.63-1.92 ( 
m, 3 H), 1.46 (s, 9 H), 0.99-1.37 (m, 2 H). 
[0502] 

Xt^vTB : N2 - [1- (4-:/n^-2- }-U7;l/^n;><h:3fi.-A;y>>VP) - 

h°A^iji^>-4-^;Mf-;P] -N4 , -i^^^)i-^i-v'^jy-2, 4-'Jr^y 

ESI MS m/e 538, M (jSilM) + H+ ; iH NMR (300 MHz, CDCI3) (J 13.13 (s, 1 H), 12.6 
9 (brs, 1 H), 8.73 (t, J = 6.3 Hz, 1 H), 8.19 (d, J = 8.2 Hz, 1 H), 7.90 (d, J = 

7.6 Hz, 1 H), 7.45-7.73 (m, 4 H), 7.22-7.33 (m, 1 H), 4.10-4.24 (m, 2 H), 3.3^ 
3.67 (m, 10 H), 2.61-2.86 (m, 2 H), 1.80-2.33 (m, 5 H). 

[0503] 
SIM 9 6 

[^k243] 



N2 - { 1- [2 - (4-7n^-2-bU7;t':tn;'<b^i/-7x-;l/) -x^/t-] 

yzMM^ 



Xx-yTA : N2 - { 1 - [2 - ( 4 -7"0^- 2 - b U 7;I^^n>f b#£^-7x- 
fU) -xf-;i/] -h°^Ui/>-4->f;i/;<f-;K -N4 , N4 -iy;^^;i/-^-fyuy- 
2, 4-i/"rSy^WS<7)-&j3£ 

mmm 3 7 <7)xx -y tb (T)^)!^®^ lt . mm<7)it^mi:nrz „ 




2HCI 



[0504] 
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ESI MS m/e 552, M {MMM) + H+ ; iH NMR (300 MHz, CDCI3) d 13.16 (brs, 1 H), 8. 

74 (m, 1 H), 7.92 (d, J = 8.2 Hz, 1 H), 7.67 (t, J = 7.5 Hz, 1 H), 7.53 (d, J = 

7.6 Hz, 1 H), 7.22-7.46 (m, 5 H), 3.44-3.71 (m, 10 H), 3.26-3.39 (m, 2 H), 3.01- 

3.15 (m, 2 H), 2.63-2.86 (m, 2 H), 1.87-2.33 (m, 5 H). 
[0505] 

[^t244] 




2HCI 



N2 - [1- (4-7'n^-2-hy7;l-^n;< h^iz-O-i^Vl/) -h°nUi>>-3 
[0506] 

Xf-zTA: N2 - (1 -/<>'i;;^-tr^U>^>-3--^;^) -N4 , N4-i/;<^ 

)i-^i'V'vy-2, A-'JT^yco-^fS. 

mmmiCOX^ -yrBTn^tltz (2-^DO-^■^V••|Jy-4--^7^) -i^^i-)V- 
T^y{5. Ig. 2 8. 9mmo\) iiXUl-^y'JfV-'CXJU>'y-3--^JUT^ 
y (5. 1 g. 2 8. 9mmo 1 ) jJi^^j^SBuOH (8mL) t^icoii-^^^ BilTt: 

2m^m^L. ma^awcosymmi,zm\ m^cncisX-m^Ltz (30) 

7^ - (NH-i^U;^y';l., ^-^yt^^^'n 0%*>^1 6%EtOAc ) {zX'O'^mth 

y-2, A-'J7iy {3. 3 7 g , 5 0%) tmM^^mi^b >oiltz . 
ESI MS m/e 348, M + ; iH NMR (300 MHz, CDCI3) <? 7.80 (d, J = 9.0 Hz, 1 H), 7. 
46 (m, 2 H), 7.18-7.38 (m, 5 H), 7.02 (ddd, J = 8.3, 6.3, 1.9 Hz, 1 H), 5.30 (br 
s, 1 H), 4.59-4.75 (m, 1 H), 3.63 (d, J = 2.5 Hz, 2 H), 3.25 (s, 6 H), 2.88 (dd, 
J = 9.6, 6.6 Hz, 1 H), 2.70-2.81 (m, 1 H), 2.28-2.60 (m, 3 H), 1.64-1.78 (m, 1 
H). 

[0507] 

XrvTB : N4 , N4 ->>X^;l/-N2 -b°n U i/>- 3 --^ik-^^yU y- 2 

N2 - {i-Kyi;)V-\^u^}i^y-3-4)V) -n4 , n4 -y^^;^-^-^y'uy 

-2, A-'JT^y (3. 3g. 9. 5mmo 1 ) COMeOH (33mL) ^MSt, Pd 

(OH) 2 (66 0mg) iMifz. Lffyifti^m^m:&-z\ mMm%r^z\3mwmf 

"yy A- (NH-i-UX^^Vl/, CHC I 3 ^i^^J 1 3%M e OH ) {Z^ ^m^^tt 

. N4 , N4 -i;-;,<-f;k-N2 -h°^Ui>>-3--^;^-^■:^y■Uy-2, 4-5/TSy 
( 2 . 3 g . 9 3%) tf^M-^mA )Vt hXnt,tl.fz. 

ESI MS m/e 258, M + H+ ; iH NMR (300 MHz, CDCI3) 8 7.82 (d, J = 7.8 Hz, 1 H), 7. 
42-7.54 (m, 2 H), 7.03 (ddd, J = 8.3, 6.4, 1.8 Hz, 1 H), 5.03 (brs, 1 H), 4.52 ( 
brs, 1 H), 3.26 (s, 6 H), 2.83-3.24 (m, 4 H), 1.97-2.30 (m, 2 H), 1.57-1.77 (m, 
1 H). 
[0508] 

X-rv7°C : N2 - [ 1 - {A-yu=^-2-V^)y)Vi[U^h^iy-Kyiy)V) - 



(371) 
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ESI MS m/e 510, M (jtSfS) + r ; NMR (300 MHz, CDCI3) (S" 13.22 (brs, 1 H) , 12 
.87 (s, 1 H), 9.68 (d, J = 7.4 Hz, 1 H), 8.11 (d, J = 8.4 Hz, 1 H), 7.95 (d, J = 

8.4 Hz, 1 H), 7.71 (t, J = 8.3 Hz, 1 H), 7.43-7.63 (m, 3 H), 7.28-7.38 (m, 1 H) 
, 4.94-5.15 (m, 1 H), 4.41 (s, 2 H), 4.00-4.17 (m, 1 H), 3.2^3.82 (m, 8 H) , 3.0 
0-3.16 (m, 1 H), 2.59-2.82 (m, 1 H), 2.18-2.37 (m, 1 H). 

[0509] 
llfS^J9 8 

[^t245] 




N2 - { 1- [2 - (4-7'nt-2-hU7;t':tn;>(h^i^-7x-;k) -x^;k] 
tniJi^>-3— -N4 , N4 -i;;<^;^-dr:^y■Uy-2, A-VT^VZM 

[0510] 

: N2 - { 1 - [2- (4-7'n^-2-hU7;I^>rn;<h^S^-7x- 

;^) -x^/i] -h°^y>>•y-3-^;^^ -N4 , N4 -i^A-t)l-^i-YVy-2, 4 

ESI MS m/e 524, M (jlSfM) + H+ ; iH NMR (300 MHz, CDClg) & 9.61-9.78 (m, 1 H), 
7.96 (d, J = 8.4 Hz, 1 H), 7.71 (t, J = 7.7 Hz, 1 H), 7.55 (d, J = 8.2 Hz, 1 H), 

7.29-7.47 (m, 4 H), 4.89-5.12 (m, 1 H), 4.07-4.28 (m, 1 H), 2.99-3.97 (m, 13 H) 
, 2.55-2.79 (m, 1 H), 2.22-2.42 (m, 1 H). 

[0511] 




1- {4-7^^^-2-h^Jy)U^^J<h^i^-y:s^-)V) -1- {4- [ {4-'J^ 

^;kT 5 y-^^yyy- 2—^/1/75 7) -\^^v=Jy-i--()i) 

[0512] 

Xx-yTA: 1- (4-7nt-2-by7;t':tn;'<b^>--7x~;k) -1- {4 
- [ (4-i^';^^;l/TS7-=^-^V'Uy-2--^;t'T5 7) -J^^;!/] -b°^U>>>-l 
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ESI MS m/e 552, M + H+ ; iH NMR (300 MHz, CDCI3) ^ 13.44 (brs, 1 H), 8. 

53-8.77 (m, 1 H) , 7.90 (d, J = 8.5 Hz, 1 H), 7.66 (t, J = 7.7 Hz, 1 H), 7.43-7.6 
1 (m, 3 H), 7.19-7.37 (m, 1 H) , 4.69-4.85 (m, 1 H), 3.20-3.63 (m, 10 H), 2.61-3. 
13 (m, 2 H), 1.76-2.14 (m, 3 H), 1.08-1.48 (m, 2 H) . 
[0513] 
^Ife^Jl 0 0 



(3, A-V->)]/iiU-y x.-}V) -N- [4- ( 4 - x>!^;l/TS 7-^ 
■fV''^}V-2-A)\'T=^J) -S/^n-^dfv-;!^] -Tnt°:tyT5 FtSlttg 
[0514] 

X'fv'TK: i^X-3- (3, 4-i^'7;k^n-7x-;l^) - N L4 (4 

ESI MS m/e 454, M (JSilS) + ; ^H NMR (300 MHz, CDCls)^- 13.05 (s, 1 H), 8.87 

(d, J = 8.1 Hz, 1 H), 7.89 (d, J = 8.2 Hz, 1 H) , 7.65 (t, J = 7.7 Hz, 1 H) , 7.5 
1 (d, J = 7.3 Hz, 1 H), 7.20-7.27 (m, 1 H), 6.88-7.09 (m, 3 H), 5.97 (d, J = 8.5 

Hz, 1 H), 4.26 (brs, 1 H), 3.91 (brs, 1 H), 3.51 (s, 6 H), 2.92 (t, J = 7.6 Hz, 

2 H), 2.44 (t, J = 7.6 Hz, 2 H), 1.61-1.93 (brs, 8 H). 

[0515] 
^fii^JlOl 

[^1248] 



^;^-N2 - {4 - [3 - (3, 4-^7/1-^0 -7 x-;t') -7°^h7^rsy] -i^ 
^n^^^iyH) -N4 , N4 -i^';^f-;l^-dfty-ijy-2, A-'JT <y^iM&i^ 



X-f-yTA: ^-X-NS - {4- [3- (3, 4 ->'7;I/>J-n-7 x-Zk) -7°nh° 

;prsy] -iy^u^^iyfi) -N4 , N't -'j^i~)]^-^i'V'uy-2, 4->>'rsy 

ESI MS m/e 440, M {MMM) + H+ ; iH NMR (300 MHz, CDCI3) (J 12.62 (s, 1 H), 9.54 
(s, 2 H), 8.72 (d, J = 7.6 Hz, 1 H), 7.91 (d, J = 8.4 Hz, 1 H) , 7.62-7.70 (m, 1 




H 



HCI 




H 



2HCI 



[0516] 
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H), 7.48 (d, J = 7.6 Hz, 1 H) , 7.24-7.33 (m, 1 H), 6.90-7.06 (m, 3 H), 4.29 (br 
s, 1 H), 3.52 (s, 6 H), 3.00-3.42 (m, 3 H), 2.67-2.81 (m, 2 H), 1.93-2.43 (m, 8 
H), 1.60-1.80 (m, 2 H). 

[0517] 
Hffi^Jl 0 2 

um9] 



hyyx-4-yv3^-N- [4- {4-'j^i~)i'T y -^-tYv y- 2--^ JIT 

[0518] 

ESI MS m/e 300, M + ; NMR (300 MHz, CDCI3) d 7.79 (d, J = 8.4 Hz, 1 H), 7. 
45 (m, 2 H), 7.00 (ddd, J = 8.4, 6.3, 1.9 Hz, 1 H), 4.80 (d, J = 8.2 Hz, 1 H), 3 
.82-3.94 (m, 1 H), 3.24 (s, 6 H), 2.56 (d, J = 6.2 Hz, 2 H), 2.14-2.28 (m, 2 H), 

1.78-1.92 (m, 2 H), 0.95-1.42 (m, 7 H). 

[0519] 

Xt77°B : N7yX-4-7'n^-N- [4- (A--J>t.^)VT^ J -^i^V^} > 

ESI MS m/e 566, M {MMM) + H^ ; NMR (300 MHz, CDCI3) (S" 13.48 (s, 1 H), 8.34 
(d, J = 7.5 Hz, 1 H), 7.83-7.94 (m, 2 H), 7.43-7.69 (m, 4 H), 7.20-7.29 (m, 1 H 

), 6.49-6.62 (m, 1 H), 3.72-3.93 (m, 1 H), 3.50 (s, 6 H), 3.39 (t, J = 6.3 Hz, 2 
H), 2.09-2.22 (m, 2 H), 1.85-1.98 (m, 2 H), 1.37-1.69 (m, 3 H) , 1.08-1.28 (m, 2 
H). 

[0520] 

mmn 0 3 

[■(1:250] 




HCI 




HCI 



4-7-o^-N- [1- (4-=J:^i')VT<J-^-tV'Uy-2--^)V) -i^^U'Jl 
[0521] 



(374) 
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) - tr^ 4— -2-VUyfVyi-n?(h^iy-Kyxr^V&m^cr, 

ESI MS m/e 552, M mmm) ' ; NMR {300 MHz, CDClg)^ 13.50 (s, 1 H), 8.73 (d 
, J = 8.5 Hz, 1 H), 7.86 (d, J = 8.4 Hz, 1 H) , 7.81 (d, J = 8.4 Hz, 1 H), 7.62-7 
.71 (m, 1 H), 7.53 (dd, J = 8.4, 1.87 Hz, 1 H), 7.45 (s, 1 H), 7.23-7.32 (m, 1 H 
), 6.77-6.87 (m, 1 H) , 3.30-3.55 (m, 10 H), 2.96-3.27 (m, 2 H), 1.89-2.15 (m, 3 
H), 1.28-1.57 (m, 2 H). 
[0522] 

mmmioA 



(3, 4->''7;l/>)-n-7x-;l/) -N- [4- (4-i^';^^;kTSy-=3r 

[0523] 

ESI MS m/e 454, M (jSilM) + H+ ; ^H NMR (300 MHz, CDCI3) 12.66 (s, 1 H). 9.08 

(d, J = 8.9 Hz, 1 H), 7.90 (d, J = 8.1 Hz, 1 H), 7.66 (ddd, J = 8.4, 7.2, 1.2 H 

z, 1 H), 7.48 (dd, J = 8.4, 0.9 Hz, 1 H), 7.32-7.41 (m, 1 H), 7.12-7.31 (m, 3 H) 

, 6.97-7.08 (m, 1 H), 4.35-4.48 (m, 1 H), 3.78 (s, 2 H), 3.52 (s, 6 H), 3.28-3.3 

6 (m, 2 H), 1.42-2.05 (m, 9 H) . 
[0524] 

[^t252] 




HCI 



-yx-n- [4- {A--J^^)vr^j-^i-v^)y-2—i}vriJ) -iy-^u^^ 

[0525] 

X-f-yTA: ^-X-N- [4- ( 4 -i-Vf-zt-r 5 y-^:^V'y y- 2 --^^L-T 5 7 
) -^-^n^^i^/i-y^;!/] -3, A--Jy)Vi[u-KyXT^YUmUcr)^^ 

ESI MS m/e 440, M (jSilM) + H+ ; iH NMR (300 MHz, CDCI3) (3- 12.89 (s, 1 H), 9.11 



(3 7 5) 
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(d, J = 8.2 Hz, 1 H), 7.88 (m, 3 H), 7.64 (ddd, J = 8.4, 7.2, 1.2 Hz, 1 H) , 7.4 
9 (dd, J = 8.4, 0.9 Hz, 1 H), 7.18-7.29 (m, 2 H), 6.96-7.07 (m, 1 H), 4.29-4.44 
(m, 1 H), 3.51 (s, 8 H), 1.55-2.02 (m, 9 H). 

[0526] 
Hffi^Jl 0 6 

[-(1253] 




2HCI 



i^^-N2 - (4- { [2- (3, 4-i^'7;l/:tn-7x-;k) -x-fyl/TSy] 
[0527] 

X^vTA: i^X-N2 - (4 - { [2 - (3, 4 -i^'7;t':tO-7x-;P) -X-f 
;t/TSy] -ix^oA^Jfi/;!/) -n4 , n4 -i^'^^^l—^^y'U y- 2 , 4 

ESI MS m/e 440, M (jSHS) + ; 'H NMR (300 MHz, CDCI3) .J 12.43 (s, 1 H). 9.64 
(brs, 2 H), 8.66 (d, J = 8.3 Hz, 1 H), 7.91 (d, J = 8.3 Hz, 1 H), 7.67 (t, J = 

7.8 Hz, 1 H), 7.46 (d, J = 8.3 Hz, 1 H), 7.28 (t, J = 7.8 Hz, 1 H), 6.97-7.17 (m 

, 3 H), 4.24-4.37 (m, 1 H), 3.52 (s, 6 H), 3.30-3.44 (m, 2 H), 2.94-3.25 (m, 4 H 

), 1.57-2.28 (m, 9 H). 
[0528] 

[^t254] 



2HCI 



i^x-n-^ - {4 - [ (3, A-i^y )V^u—^yi^}Vr^ J ) -;^-?-;H -i^^u^ 
=3fS/;K -N4 , N4 -i;y^;k-^-hyuy-2, A-i^T^yzMm& 

[0529] 

Xx-yTA: ^-x-Ns - {4 - [ (3, A- 'Jy )V^X3-Ky i;-]VT < / ) 

ESI MS m/e 426, M (iKSIS) + H+ ; iH NMR (300 MHz, DMSO-de)^ 9.39 (s, 2 H) , 8.4 
4 (m, 1 H), 8.17 (d, J = 8.4 Hz, 1 H), 7.72-7.88 (m, 2 H), 7.27-7.61 (m, 4 H), 4 
.11-4.31 (m, 3 H), 3.48 (s, 6 H), 2.81 (d, J = 6.1 Hz, 2 H), 1.32-2.03 (m, 9 H). 
[0530] 

mmmio& 
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2- (4-7'n^:-2-hU7;l'>rn;<h^>'-7ji:-;l') -1- {4- [ {4-'J;>( 
[0531] 

;ix>/rA : 2- {4-y\J=t-2-hUy^Vyfn^h^'^'y3:-/\^) -1- {4 
- [ {4-i^;<i-!VT^y-^i-YV>-2-^)lTi./) -t'^Ui/y-l 

ESI MS m/e 566, M (jSSfS) + r ; iH NMR (300 MHz, CDCI3) (J 13.48 (s, 1 H), 8.65 
(t, J = 5.8 Hz, 1 H), 7.90 (d, J = 8.4 Hz, 1 H), 7.53-7.70 (m, 2 H), 7.37-7.44 

(m, 2 H), 7.20-7.32 (m, 2 H) , 4.59-4.72 (m, 1 H), 3.80-3.94 (m, 1 H), 3.68 (d, J 
= 6.1 Hz, 2 H), 3.25-3.58 (m, 8 H) , 2.94-3.12 (m, 1 H), 2.50-2.68 (m, 1 H) , 1.7 

5-2.03 (m, 3 H) , 1.06-1.32 (m. 2 H). 
[0532] 




HCI 



hyyx-2- (4-7'n^-2-hy7;l'^n^h^;^-7x-;t') -N- [4- ( 
4-i^^i-)\^Tiy-^i-YVy-2--()\^T5.y) -T-th 
T5K 
[0533] 

Xy-vTA: V'7yx-2- ( 4 -7"n^- 2 - h U 7;k:tn;j< h^SfS/'-^x-;!/) 
-N- [4- (4-i^X^;l/T5y-^-truy-2--^;l'TSy) -i^ynA,dri/;py 

ESI MS m/e 580, M (jKilS) ' ; ^H NMR (300 MHz, CDCI3) d 8.28 (d, J = 6.7 Hz, 1 
H), 7.87-7.90 (d, J = 8.5 Hz, 1 H), 7.52-7.66 (iii, 2 H), 7.39-7.44 (m, 2 H), 7.20 
-7.33 (m, 2 H), 5.85-5.98 (m, 1 H), 3.70-3.91 (m, 1 H), 3.58 (s, 2 H), 3.50 (s, 
6 H), 3.16 (t, J = 6.5 Hz, 2 H), 2.03-2.20 (m, 2 H) , 1.28-1.88 (m, 5 H), 0.96-1. 
18 (m, 2 H) . 
[0534] 

mmmi i o 
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HCI 



^^-N- [4- {4-'j^i^)iriy-^-rv'\)y-2--()i'r^j) -i^^^i^^ 

-3,4- i^^/l-jj-n -KyXT 5 ViUMiU 
[0535] 

Xx-yTA: v-X-N- [4- ( 4 ->>X^;^TS /-^^VU y- 2 ->f ;PTS 7 
) -i^^'o^=3fi^;k] - 3, 4-i^'7;l/:tn-<yXT5 Ki^HJ^co-^jS; 

ESI MS m/e 448, M (jl^M) + Na* ; iH NMR (300 MHz, CdCh) & 13.01 (s, 1 H) , 8.9 
6 (d, J = 8.1 Hz, 1 H), 7.91 (d, J = 8.2 Hz, 1 H), 7.55-7.79 (m, 4 H), 7.49-7.54 

(m, 1 H), 7.15-7.32 (m, 2 H), 6.76 (d, J = 8.4 Hz, 1 H), 4.30-4.41 (m, 1 H), 4. 
03-4.22 (m, 1 H), 3.52 (s, 6 H), 1.67-2.07 (m, 8 H) . 

[0536] 

m^imi 1 1 

[^t258] 




HCI 



'^x-S- (3, 4-y7;k3j-n->'x-;P) -N- [4- ( 4-i-';^^;krS 7-=^ 
[0537] 

X-r>7 7°A: ^X-3- (3, 4 -i>'7;k:tn-7x^;l-) -N- [4 - ( 4 -i^';^ 

ESI MS m/e 468, M {mMM) + H+ ; iH NMR (300 MHz, CDCI3) 12.70 is, 1 H), 9.00 
(d, J = 8.3 Hz, 1 H), 7.90 (d, J = 8.3 Hz, 1 H), 7.66 (ddd, J = 8.3, 7.2, 1.0 H 

z, 1 H), 7.48 (dd, J = 8.3, 1.0 Hz, 1 H) , 7.11-7.31 (m, 2 H), 6.84-7.06 (m, 3 H) 

, 4.32-4.44 (m, 1 H) , 3.51 (s, 6 H) , 3.26-3.33 (m, 2 H), 2.96 (t, J = 7.5 Hz, 2 

H), 2.76 (t, J = 7.4 Hz, 2 H), 1.34-1.94 (m, 9 H). 
[0538] 
»4W1 12 



(3 78) 



#iH2004-315511 (P2004-315511A) 




^^x-N^ - [4- (3, 4-=Jy)l:^n-Ky=j)i'rzy) -N 
[0539] 

Xt>7 7°A: i^X-NS - [4- (3, 4--Jy)V:t'a-^y-J)lTS./) -z^^U 
^^i^JU] -N4 , N4 -S^-;^f-;l/-^-trUy-2, 4 - i^T S >■ "i^^iSiO-^Jiic 

ESI MS m/e 434, M (jtHM) + Na+ ; iH NMR (300 MHz, DMSO-dg) & 13.03 (s, 1 H), 9 
.50 (brs, 2 H), 8.31-8.40 (m, 1 H), 8.19 (d, J = 8.2 Hz, 1 H), 7.73-7.90 (m, 2 H 
), 7.29-7.60 (m, 4 H), 4.04-4.28 (m, 3 H), 3.46 (s, 6 H), 3.06-3.22 (m, 1 H), 1. 
61-2.10 (m, 8 H). 

[0540] 
»4^J1 13 

[^t260] 



^;^-N2 - (4 - { [3 - (3, 4-i^'7;t^>J-n-7x-;P) -rnhVl^rsy] - 
-i^^u^^i^}]^) -N4 , -i^'^i-}U-^i-Yvy-2, 4-i^T^y~ 



Xt^yTA : i^X-N2 - (4 - { [3 - (3, 4-'Jy>V^^-y:s:-)U) -7°n 

4-^'rsyrw_^i^^j£ 

ESI MS m/e 454, M (MMM) + H+ ; iH NMR (300 MHz, CDCI3) (3" 12.50 (s, 1 H), 9.43 
(brs, 2 H), 8.60 (d, J = 7.93 Hz, 1 H) , 7.90 (d, J = 8.2 Hz, 1 H), 7.65 (ddd, J 
= 8.2, 7.2, 1.1 Hz, 1 H), 7.46 (d, J = 8.6 Hz, 1 H), 7.23-7.30 (m, 1 H), 6.91-7 

.08 (m, 3 H), 4.22-4.34 (m, 1 H), 3.51 (s, 6 H), 2.87-3.07 (m. 4 H), 2.68 (t. J 

= 7.7 Hz, 2 H), 1.53-2.43 (m, 11 H). 
[0542] 
mmi 14 




2HCI 



[0541] 



(3 79) 



#iH2004-315511 (P2004-315511A) 



[^t261] 




-N, 



HCI 



2- {4-7-n^-2-b'j7;i/^n^b^^-7x:i/l/) -N- [1- (4->''^f- 
;l/rsy-^-tVU>'-2->f;P) -U-^y>''y-4->f;P;^-?^;H -T-fe hTS Ft^BS 

[0543] 

;^T>yrA: 2- ( 4 -7"o^- 2 - b U 7;P:tO;>< b^v'-y'x::^;!-) -N- [1 

- (4-i^"^^;krsy-df-^v'uy-2— f/i^) -h°'^yi^'y-4--<;M^;H -T 

ESI MS m/e 588, M (MMM) + Na+ ; iH NMR (300 MHz, CDCI3) d 13.32 (s, 1 H) . 8.6 
8 (d, J = 8.4 Hz, 1 H), 7.86 (d, J = 7.4 Hz, 1 H), 7.65 (ddd, J = 8.4, 7.1, 1.2 
Hz, 1 H), 7.23-7.42 (m, 4 H), 6.59-6.69 (m, 1 H), 3.60 (s, 2 H) , 3.48 (s, 7 H), 
2.90-3.37 (m, 5 H) , 1.78-2.08 (m, 3 H), 1.19-1.46 (m, 2 H). 
[0544] 

mmmi i 5 



hyyx-2- (4-7'n^-2-hy7;l'^n^h^;^-7x-;t') -N- {4- [ 
(4-i^';^^;PTSy-^-fVUy-2— ^;l/TSy) -j^^^t-] -i/^'o'^=¥S^;l';<^ 



Xt-vTA: b5yx-2- (4-7-n^-2-hU7;k:tn;j<h=3r>'-7x-;l/) 

-N- {4- [ (4-i^'^i^;i/TSy-^-f y''jy-2--f;i'TSy ) -;<^7t/] -i^^^ 

iyn^jA ^)V] - T-fe b T 5 VUmM(n^^ 
mm\A 7C0XT-y7°AC0^Ji&1£fflLT. Il^c7)'f[:-&!|%^f#:t. 
ESI MS m/e 616, M (jSiiS) + Na+ ; iH NMR (300 MHz, CDCI3) d 8.37-8.49 (m, 1 H), 
7.89 (d, J = 8.5 Hz, 1 H) , 7.53-7.68 (m, 2 H), 7.40-7.45 (m, 2 H), 7.20-7.32 (m 
, 2 H), 5.60-5.71 (m, 1 H) , 3.55 (s, 2 H) , 3.50 (s, 6 H), 3.35 (t, J = 6.1 Hz, 2 
H), 3.08 (t, J = 6.4 Hz, 2 H) , 0.77-2.00 (m, 10 H) . 
[0546] 

mmmi i 6 




HCI 



[0545] 



(380) 
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[^t263] 




H 

HCI 



iyX-2- (3, A-^JyiVi^u-y x.=^)V) -N- [4- {A-'Jy>-^)Vr^/-^ 
[0547] 

Xx-yTA: >'X-2-(3, 4 -S/'7;k^n-7x-;P) -N- [4 - ( 4 ->^";< 
^;l/T5y-=¥-ty'U>--2--^;l/T5y ) -Sx^'n^^v'/k] -T-febTS Ki^^i^cO 

ESI MS m/e 440, M (jSHM) + ; NMR (300 MHz, CDCI3) 5" 13.01 (s, 1 H), 8.85 
(d, J = 8.2 Hz, 1 H), 7.89 (d, J = 8.2 Hz, 1 H), 7.65 (ddd, J = 8.2, 7.1, 1.2 H 

z. 1 H), 7.52 (d, J = 8.2 Hz, 1 H), 6.95-7.33 (m, 4 H), 6.32 (d, J = 7.6 Hz, 1 H 

), 4.19-4.34 (m, 1 H), 3.82-4.01 (m, 1 H), 3.51 (s, 6 H), 3.47 (s, 2 H), 1.61-2. 

01 (m, 8 H) . 
[0548] 
»S^J1 17 
[-(1:264] 




>-;^-N2-{4-[2-(3, A-'J7lV^U-y X.-IV) -x^/WrSy] -i-^' 
nA,dr^;H -N4 , N4 -iy:Ai-)V-^-tV^)y-2, A-i^T^yZMWM 
[0549] 

:X'fyTA: i^X-N2 - {4 - [2 - (3, A-'Jy)V^U-y aL~)V) -x-?^;P 

ESI MS m/e 426, M (iEilM) + H+ ; iH NMR (300 MHz, CDCI3) 12.51 (s, 1 H) , 9.70 
(brs, 2 H), 8.67 (d, J = 7.5 Hz, 1 H) , 7.92 (d, J = 8.0 Hz, 1 H) . 7.68 (t, J = 
8.0 Hz, 1 H), 7.52 (d, J = 8.4 Hz, 1 H), 7.30 (t, J = 7.8 Hz, 1 H), 6.97-7.22 (m 
, 3 H), 4.34 (brs, 1 H), 3.53 (s, 6 H), 3.12-3.41 (m, 5 H), 1.62-2.40 (m, 8 H). 
[0550] 
^fti^Jl 18 



(381 ) 
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oi, 




Xx^yTA: [2- ( 4 -7 5 7- t^U i^y- 1 — f -df:>-y' U y-4 — < /t- 

l-0'i^';I/-h°^'J>^>-4— <;P-r5y (2. OOg, 10. 5mmo \ ) <7)TU 
F ( 2 0 mL) mimz. ( B o c ) 2 O ( 2 . 5 2 g , 11. 5 mm o 1 ) irHulfz., i 

coM-^mm^T4o^rsmni. mmir^. amij-^jMeOH ( 2 0iaL) issic. 2 

0%Pd (OH) 2 (4 0 0mg) ^Mlfz. *^lfHmT(:2 0 

ll#r^Jt#U^o 20%Pd(OH)2 (400mg) ^Mt. i£?)?M-^ft&S^ 

•C\ 7K*l|:BiaTt7ltr^. 5 0X;T4. 51^^. S (^^jfiT 1 2 H^r^Wf t . -fe^^ 

(2-^pa-^ty"y>'-4— -i^"yf-;i.-TSy ( 1 . lOg, 5. 3 0m 

mo 1 ) iij;t/:'|rfiac0il#: ( 1 . 2 7g. 6. 34mmo I) Ph^j:l2-rurW-)l 

( 1 imL) ^(D'M.-^'^imifi.T!:Z2om^mnifz. pmzx*:)Mmi:m^. 2-r 

^y^V-;^T■•gt^tL, CHC l 3 ^^7)5 o%Me OH (6 0mL) Izm^i^lfz. 
&tlftNaHC0 3*^?gt:ar, 7lcJi&CHC 1 3 TmUv: (30) „ 
ii&MgS04±T'^^§-it. rjftL. imt. yy^yi^^u^vi-^h^^yy ^~ (NH- 
^-y^^y^K EtOAc*^^>CHC 1 3 ) tCctOfflS-r-Sfc, [2- (4-7Sy-t°'< 

U>>>-l-^/^) -^^v"ijy-4-^/H -^^'y^/t—rsy (8 64mg. 6 8% 
) ^ ;^ t L T # ix/-^ , 

ESI MS m/e 272, M + ; iH NMR (300 MHz, CDCI3) & 7.79 (d, J = 8.2 Hz, 1 H), 7. 
45-7.55 (m, 2 H), 6.9^7.05 (m, 1 H), 4.83 (d, J = 13.4 Hz, 2 H), 3.26 (s, 6H), 
2.84-3.03 (m, 3 H) , 1.85-1.95 (m, 2 H), 1.20-1.50 (m, 4 H). 



x-f-yTB : 4-yn^-N- [1- ( 4 - v'y f-/ur 5 / -^-^y■ U y - 2 - ^' 
) -t°-^Ui^>-4--f;k] -2-hy y/u^fpy h^y— ^y-ir>;^;kjj^yr5 Kfo^ 
j£ 

ESI MS m/e 574, M +H+ ; iH NMR (300 MHz, CDCI3).? 7.94 (d, J = 8.7 Hz, 1 H) , 7.8 
0 (d, J = 8.2 Hz, 1 H), 7.39-7.61 (m, 4 H), 6.98-7.07 (m, 1 H), 4.60-4.81 (m, 3 
H), 3.39-3.61 (m, 1 H), 3.25 (s, 6 H), 2.98-3.08 (m, 2 H), 1.73-1.92 (m, 2 H), 1 

.33-1.54 (m, 2 H). 
[0553] 

mtmi 1 1 9 



[0551] 



[0552] 
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{2- [4- (4-7'n^:-2-bU7;l/^n^ bdr^—A^yi^Vl/TSy ) -\f^U=J 
[0554] 

X^^yTA: {2 - [4- ( 2- hU yfVt^^ h^i^-Kyi^'jlT 5. 

y) -i^^v'Jy- 1-^)1-1 -^-tv^jy-A-^jv) -i^^^j-jv-r^yr.'i^WMLcr) 

ESI MS m/e 524, M (jEglM) + ; iH NMR (300 MHz, CDCI3) d 8.43 (d, J = 8.1 Hz, 
1 H), 8.20 (d, J = 8.4 Hz, 1 H), 7.90 (d, J = 8.4 Hz, 1 H), 7.67 (t, J = 7.5 Hz 

, 1 H), 7.26-7.49 (m, 3 H), 5.13 (brs, 2 H), 4.27 (s, 2 H), 3.08-3.60 (s, 9 H), 

2.08-2.78 (m, 4 H) . 
[0555] 




4-7n^-N- [1- {4-'Jy^^)VT^/-^i-V'')y-2-A)V) -t-^'Ji^y 
-4--^;k]-2-hU y)Vtu^ h^i^-KyXT 5 KiSMJS 
[0556] 

XrvTA: 4-7n^-N- [1- (A-'J^^]Vr^J -^i-Y^)y-2-^ )V 
) -h°^U^>-4-^;k] -2-bU7;U^ny h^iz-O-XTSKiS^cO-^^ 

ESI MS m/e 560, M Na+ ; iH NMR (300 MHz, CDCI3) d 13.68 (s, 1 H) , 8.73 

(d, J = 7.8 Hz, 1 H), 7.80-7.91 (m, 2 H) , 7.68 (ddd, J = 8.4, 7.1, 1.3 Hz, 1 H), 

7.55 (dd, J = 8.4, 1.9 Hz, 1 H), 7.42-7.46 (m, 1 H), 7.29 (ddd, J = 8.4, 7.1, 1 
.3 Hz, 1 H), 6.67 (d, J = 7.3 Hz, 1 H), 5.04 (brs, 2 H), 4.23-4.42 (m, 1 H) , 3.2 
7-3.61 (m, 8 H), 2.19-2.36 (m, 2 H), 1.57-1.81 (m, 2 H). 

[0557] 
»fii^Jl2 1 



(383) 
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2- {4-7-n^-2-bij7;l/^n^b^^-7x:i/l') -N- [1- (4-i^^i~ 
[0558] 

;^T7rA : 2- {4-yu^-2-hVy/v^u^h^i^-yji-}\^) -n- [ i 

ESI MS m/e 574, M (ffilM) + Na+ ; iH NMR (300 MHz. CDCI3) d 13.08 (s, 1 H) , 8.6 

1 (d, J = 8.4 Hz, 1 H), 7.86 (d, J = 7.5 Hz, 1 H), 7.56-7.68 (m, 2 H). 7.21-7.39 
(m, 4 H), 4.70-5.10 (m, 2 H), 4.04-4.22 (m, 1 H), 3.68 (s, 2 H), 3.34-3.61 (m, 

8 H), 1.59-2.19 (m, 4 H). 
[0559] 

Slffi^Jl 2 2-^3 0 1 

mmmi 5cr,XT^yy°AX'%^tifz7^y (3 0/<mo 1 ) HXWt'Oiyy {120 JUL 
mo 1 ) (7DCH2 C 1 2 (4 OOxiL) mMiZ. CHj C 1 2 ( 200//L) ^CDMWj: 
Uit^ilii^~)l ( 6 Oximo 1 ) ^2 S^Ct'Jni^C. IS) tfflJKT-2 OB^raM+t/d^tC, 
OTM^tl^, ^^N2 i9?iffiL5t. mS^^:. CHCl 3 tlSftNH4 C 1 7m 

l£MN2?3^{=J;'9iiSIL/Sf^t:, |gMCHCl 2 (6 00;uL) mx/PSA 

( 3 0 0 L) &?iM:sn^fc, 2 o^^mmntfzmz. Km^-^^pmi 

. 7^ -y>'j.^u-7h^"^7 {NH-i^V:^y)l. CHC 1 3 fti<7)3 3%Me OH ) 
[0560] 

*M^J3 0 2-5 8 8 

mmm9cr)x^-/rctfziimmme4(^x^-yrAx-%^rifzr^y ooumo i 

) <73C H2 C 1 2 ( 2 0 0// L) MS(3, CH2 C 12(2 0 0 L ) ^COi^^U ( 4 - f 
-;l^t°y>^>) ( 7 5xiL) tiXr/CH^^ C 1 2 ct^^^ftft ( 6 Oumo I) ^25X2 

xMifz. nt'&mx2ommmnuzm^z.. R&M'^mm§i. ^mN2ifiTmmL 
fz. mmmz. m^cH^ c I2 (eoox^D h^i/psa ooouD iMlfz. 

2 5°C'C-2 0mmm.nLfzmz. MM-^&r3§L. yy-y'^sL^^xj-^h^'yy ^- ( 

NH-i^v:^yfv. cHci 3 4io3 3%MeOH) izx'omm't^b. mm<^^m^ 

n^iifz. 

[0561] 

mmm5 8 9-i 1 36 

^^L-^'y^ ( 2 0 6 0x(mo 1 ) COCU2 C 1 2 (2 OOx^L) JgJiSlC, CH 

2 CI 2 (2 00//L) 4'c^l->'^'n^^i^;k-3-^f-;U;}fjXf-Uy-;i?;P4^i-M 
SH(150;uL. 1 2 6;ttmo 1 ) t5j;tXCH2 C 1 2 ( 2 0 0 L) ctJ^^DllSfeM 9 CO 

X'r-yrCttzl,imtmi64cr)Xr-"/y'AXi^^tlfzTiy (3 0//mo 1 ) &2 5°CT 

Mitz. mti^&x-2ommmnLtz'mz. MM^^l^^NH->'y^^^v^T■■r3iL. ^ 
iiN2 '^iTmmitz. m^m^z^ ^mcH^ c 1 2 (7oo;l(L) ijj;v'^yx^^y3§ 
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Lfzmz. Kmu^miPML. nmN^m-zim-t^t. mmco^mtim^tifz. 

[0562] 

mmmi 137-1745 

TS K4ji!<.if^^0THF (2 00/x 1 ) TH Ftf^O 1 MC04^"^y-TH F|g#; ( 

300// K 3oo//mo 1 ) ^MUz. zcoM-^mi 8 o'CT imsMWi. mm 2 

iMTmrnttz, mmii^Z^ l mcOHChymm OOOul^) i^TH F (30 0/^1 

HC 1 3 i3j;t^'2Mi^7M^k-fbU'>A7Kj§?gCDrBTC^^gaLit<. Tkif^, CHC 1 3 T'tt 

. 75-yi^;t^nVh^77^- (;^y;{/y';K CHC 1 3 4'<^2%*^A,7%<;D2M<?)N 
H3 /M e OH ) j: i^iWS-f I. i: . pmco^mm^tifz. 
[0563] 

HJft^Jl 7 4 6-2 1 84 

mtmi9coxT ^yrcttzummme 4(7)XT'yrAX'n^iitzT^y oeumo 1 

) (OMeOH (2 00//L) Me OH (200//L) tf SOT/t-rt K (3 0//m 

o 1 ) fcit/^AcOH (9 0//mo 1 ) ^ 2 5°C-Cl}\llfz. ^<DKmU-^^. IsIt^JS 
"C-lfi^rBlJil^L/'^, ZCOM-^W'Z, Me OH (20 0;iL) cf^^NaRH. CN (120 
//mo 1 ) ^Jnx^^, ^WSKT-2 0!f#rBlfiffL^:f^(; j^C/I'L^^^I^IgltN^ ^ttllSi 

i:cnc \ sVmtiiLfz. ^h^fz^mmi. so h fel,"5-ti: 
. ^mN2'mX:imi. 777^0.^0^1-/^7^- (>'J/yy/l. CHC13 4'<7)2 
%^^A>7%cD2M«NH3/MeOH) izX^mmt^t. Pm<7)^W%^tlfz. 
[0564] 

^M^J2 18 5-2 3 28 

7;l-3-;K 3 5;(mo 1 ) (71CH2 C 1 2 ( 2 0 0// L ) }g?StC, CHj C 1 2 (2 
0 0// L) cfi^D e s s M a r t i n^;I/3— (periodinane) (63/£mol 
) &2 5°CTDP;t. TOM-^t^^lRlt?aftT'2 0l§ram**Uc„ ^tfO^JtSM^l:. Me 
OH (200// L) fciyTAcOH (90//L) ^JSO. IIWJ9 C0XT-y7°C ilfcii^St 
m6 4(7)Xi''yy°AT^^^tLfzr5.y (3 6//mo 1 ) &StI;t. ^TcDii-^^R tiSffif 
mralM^L^C. ^£7)^fb^%t. McOH (2OO//L) 4'C?)NaBH3 CN ( 1 20// 

mo 1 ) iMitz,. mt-&m-^-2omrmnLfz'mz^ m^-^mimm2iMTmmi 

fz. amiJ^- CHC 1 3 *3j;t/'2Mc737K@S^t-^by'>A7K?g?i|torslr7i^BSL/-c„ 7j<Jl^ 
, CHC 1 3 -Z'm\^Lfz.. ^h^tz^mm^. Mgso^ ±T«$-fr/-^. ?I-^!f%S:. ^ 
SN2 ?lTii«L. 77-/>'A^n-7b/77^- (>'J^i^/t, CHC l 3 tf5«2%*^ 

^,7%co2Mc7)NH3 /MeOH) i.zx'onmthb. '^m.(n^]mm%Mz. 
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646 (M + H) 



(541) #|fH2004-315511 (P2004-315511A) 

[HIST] 



1058 




658 (M + H) 


1059 




694 (M + H) 


1060 




660 (M + H) 


1061 




660 (M + H) 


1062 




596 (M + H) 


1063 




616 (M + H) 



(542) #|fH2004-315511 (P2004-315511A) 

mm] 



1064 




644 (M + H) 


1065 




684 (M + H) 


1066 




724 (M + H) 


1067 


0 


698 (M + H) 


1068 




664 (M + H) 


1069 


0 


638 (M + H) 



(543) #iH2004-315511 (P2004-315511A) 

[11159] 



1078 




650 (M + H) 


1071 




630 (M + H) 


1072 




626 (M + H) 


1073 




664 (M + H) 


1074 




620 (M + H) 


1075 




600 (M + H) 



(544) 



#iH2004-315511 (P2004-315511A) 



1076 




638 (M + H) 


1077 




542 (M + H) 


1078 




466 (M + H) 


1079 




452 (M + H) 


1080 




438 (M + H) 


1081 




536 (M + H) 



(54 5) 



#|fH2004-315511 (P2004-315511A) 



[men 



1082 




502 (M + H) 


1083 




502 (M + H) 


1084 




502 (M + H) 


1085 




518 (M + H) 


1086 




518 (M + H) 


1087 




472 (M + H) 



(546) 



#iH2004-315511 (P2004-315511A) 



[11162] 



1088 




466 (M + H) 


1089 




511 (M + H) 


1090 


NT JJ- 


561 (M + H) 


1091 




563 (M + H) 


1092 




536 (M + H) 


1093 




643 (M + H) 



(547) 



#|fH2004-315511 (P2004-315511A) 



[^63] 



1094 




524 (M + H) 


1095 




552 (M + H) 


1096 




526 (M + H) 


1097 




597 (M + H) 


1098 




549 (M + H) 


1099 




570 (M + H) 



(548) 



#|fH2004-315511 (P2004-315511A) 



[^64] 



1100 




494 (M + H) 


1101 




508 (M + H) 


1102 


H 


611 (M + H) 


1103 




584 (M + H) 


1104 




492 (M + H) 


1105 




462 (M + H) 



(549) 



#IH2004-315511 (P2004-315511A) 



1106 




460 (M + H) 


1107 




464 (M + H) 


1108 




446 (M + H) 


1109 




466 (M + H) 


1110 




474 (M + H) 


1111 




492 (M + H) 



(5 50) 



#|fH2004-315511 (P2004-315511A) 



[^166] 



1112 




458 (M + H) 


1113 




506 (M + H) 


1114 




536 (M + H) 


1115 




617 (M + H) 


1116 




532 (M + H) 


1117 




504 (M + H) 



(551) 



#iH2004-315511 (P2004-315511A) 



1118 




577 (M + H) 


1119 




471 (M + H) 


1120 




485 (M + H) 


1121 




432 (M + H) 


1122 




458 (M + H) 


1123 


6 


590 (M + H) 



(5 52) 



#IH2004-315511 (P2004-315511A) 



[^168] 



1124 




504 (M + H) 


1125 




564 (M + H) 


1126 




453 (M + H) 


1127 




422 (M + H) 


1128 




424 (M + H) 


1129 




438 (M + H) 



(5 53) 



#iH2004-315511 (P2004-315511A) 



[11169] 



1130 




408 (M + H) 


1131 




438 (M + H) 


1132 




438 (M + H) 


1133 




425 (M + H) 


1134 




439 (M + H) 


1135 




398 (M + H) 



(5 54) 



#iH2004-315511 (P2004-315511A) 



mm: 



1136 




438 (M + H) 


1137 




506 (M + H) 


1138 




376 (M + H) 


1139 




432 (M + H) 


1140 




454 (M + H) 


1141 




454 (M + H) 



(5 5 5) 



#IH2004-315511 (P2004-315511A) 



[UlTl] 



1142 




491 (M + H) 


1143 




522 (M + H) 


1144 




455 (M + H) 


1145 




416 (M + H) 


1146 




419 (M + H) 


1147 




394 (M + H) 



(5 56) 



#iH2004-315511 (P2004-315511A) 



mm: 



1148 




366 (M + H) 


1149 


Ft 


462 (M + H) 


1150 




377 (M + H) 


1151 




457 (M + H) 


1152 




456 (M + H) 


1153 




398 (M + H) 



(5 57) 



#iH2004-315511 (P2004-315511A) 



[HITS] 



1154 


N X 


543 (M + H) 


U5S 




421 (M + H) 


1156 




555 (M + H) 


1157 




377 (M + H) 


1158 




510 (M + H) 


1159 




484 (M + H) 



(5 58) 



#iH2004-315511 (P2004-315511A) 



1160 




382 (M + H) 


1161 




460 (M + H) 


1162 




460 (M + H) 


1163 




430 (M + H) 


1164 




468 (M + H) 


1165 


X 


502 (M + H) 



(5 59) 



#IH2004-315511 (P2004-315511A) 



[HITS] 



1166 




444 (M + H) 


1167 




484 (M + H) 


1168 




428 (M + H) 


1169 


F 


426 (M + H) 


1170 




428 (M + H) 


1171 




428 (M + H) 



(5 60) 



#iH2004-315511 (P2004-315511A) 



[11176] 



1172 




446 (M + H) 


1173 




462 (M + H) 


1174 




462 (M + H) 


1175 




448 (M + H) 


1176 




502 (M + H) 


1177 




466 (M + H) 



(561) 



#iH2004-315511 (P2004-315511A) 



1178 




394 (M + H) 


1179 




428 (M + H) 


1180 




420 (M + H) 


1181 




428 (M + H) 


11S2 




408 (M + H) 


1183 




392 (M + H) 



(5 62) 



#iH2004-315511 (P2004-315511A) 



1184 




476 (M + H) 


1185 




426 (M + H) 


1186 




496 (M + H) 


1187 




442 (M + H) 


1188 




442 (M + H) 


1189 




408 (M + H) 



(5 63) 



#|fH2004-315511 (P2004-315511A) 



1190 




446 (M + H) 


1191 




458 {M + H) 


1192 




484 (M + H) 


1193 




450 (M + H) 


1194 




404 (M + H) 


1195 




525 (M + H) 



(564) 



#IH2004-315511 (P2004-315511A) 



imim 



1196 




483 (M + H) 


1197 




544 (M + H) 


1198 




512 (M + H) 


1199 




436 (M + H) 


1200 




381 (M + H) 


1201 




539 (M + H) 



(5 6 5) 



#|fH2004-315511 (P2004-315511A) 



[^81] 



1202 




486 (M + H) 


1203 




518 (M + H) 


1204 




436 (M + H) 


1205 




515 (M + H) 


1206 


H 


501 (M + H) 


1207 




580 (M + H) 



(5 66) 



#|fH2004-315511 (P2004-315511A) 



[11182] 



1208 




539 (M + H) 


1209 




459 (M + H) 


1210 




414 (M + H) 


1211 


^ Ft 


436 (M + H) 


1212 




488 (M + H) 


1213 




494 (M + H) 



(5 67) #|fH2004-315511 (P2004-315511A) 



1214 




458 (M + H) 


1215 


N *r 


465 (M + H) 


1216 




432 (M + H) 


1217 


0 


406 (M + H) 


121S 


X) 


496 (M + H) 


1219 




440 (M + H) 



(568) 



#iH2004-315511 (P2004-315511A) 



[IS184] 



1220 


. 6 


424 (M + H) 


1221 


CI 


478 (M + H) 


1222 




406 (M + H) 


1223 


H 


390 (M + H) 


1224 




416 (M + H) 


1225 




434 (M + H) 



(5 69) 



#iH2004-315511 (P2004-315511A) 



[HISS] 



1226 




451 (M + H) 


1227 




420 (M + H) 


1228 




396 (M + H) 


1229 




573 (M + H) 


1230 




434 (M + H) 


1231 


F 


496 (M + H) 



(5 70) 



#|fH2004-315511 (P2004-315511A) 



[11186] 



1232 




450 (M + H) 


1233 




418 (M + H) 


1234 




408 (M + H) 


1235 


Y ^ 


420 (M + H) 


1236 




462 (M + H) 


1237 




404 (M + H) 



(571) 



#IH2004-315511 (P2004-315511A) 



1238 




609 (M + H) 


1239 




468 (M + H) 


1240 




436 (M + H) 


1241 


CI 


440 (M + H) 


1242 




418 (M + H) 


1243 




468 (M + H) 



(5 72) 



#IH2004-315511 (P2004-315511A) 



[^88] 



1244 


CO 


440 (M + H) 


1245 




486 (M + H) 


1246 




475 (M + H) 


1247 




340 (M + H) 


1248 




382 (M + H) 


1249 




370 (M + H) 



(5 73) 



#IH2004-315511 (P2004-315511A) 



[11189] 



1250 




342 (M + H) 


1251 




382 (M + H) 


1252 




370 (M + H) 


1253 




520 (M + H) 


1254 




390 (M + H) 


1255 




446 (M + H) 



(574) 



#IH2004-315511 (P2004-315511A) 



[11190] 



1256 




468 (M + H) 


1257 




468 (M + H) 


1258 




505 (M + H) 


1259 




536 (M + H) 


1260 




469 (M + H) 


1261 




430 (M + H) 



(5 7 5) 



#iH2004-315511 (P2004-315511A) 



1262 




433 (M + H) 


1263 




408 (M + H) 


1264 




380 (M + H) 


1265 




476 (M + H) 


1266 




391 (M + H) 


1267 




448 (M + H) 



(5 76) 



#iH2004-315511 (P2004-315511A) 



[11192] 



126S 




471 (M + H) 


1269 




470 (M + H) 


1270 




412 (M + H) 


1271 




557 (M + H) 


1272 




435 (M + H) 


1273 




425 (M + H) 



(5 77) 



#iH2004-315511 (P2004-315511A) 



[11193] 



1274 




569 (M + H) 


1275 




391 (M + H) 


1276 




524 (M + H) 


1277 




498 (M + H) 


1278 




396 (M + H) 


1279 




474 (M + H) 



(578) 



#|fH2004-315511 (P2004-315511A) 



[11194] 



1280 




474 (M + H) 


12S1 




444 (M + H) 


1282 




482 (M + H) 


1283 




516 (M + H) 


1284 




458 (M + H) 


1285 




498 (M + H) 



(5 79) #|fH2004-315511 (P2004-315511A) 

[11195] 



1286 




442 (M + H) 


1287 




440 (M + H) 


1288 




442 (M + H) 


1289 




442 (M + H) 


1290 




460 (M + H) 


1291 




476 (M + H) 



(580) #|fH2004-315511 (P2004-315511A) 

[^96] 



1292 




476 (M + H) 


1293 


P F 


462 (M + H) 


1294 




516(M + H) 


1295 




480 (M + H) 


1296 




408 (M + H) 


1297 




442 (M+H) 



(581 ) 



#iH2004-315511 (P2004-315511A) 



[11197] 



1298 




434 (M + H) 


1299 




442 (M + H) 


1300 




422 (M + H) 


1301 




490 (M + H) 


1302 




440 (M + H) 


1303 




456 (M + H) 



(582) 



#|fH2004-315511 (P2004-315511A) 



[11198] 



1304 




422 (M -1- H) 


1305 




460 (M + H) 


1306 




472 (M + H) 


1307 




498 (M + H) 


1308 


H CI 


464 (M + H) 


1309 




418 (M + H) 



(583) #|fH2004-315511 (P2004-315511A) 

[11199] 

(^00-3^) 



1310 




^ CI 


539 (M + H) 


1311 


XT 


497 (M + H) 


1312 






558 (M + H) 


1313 




X) 


526 (M + H) 


1314 




450 (M + H) 


1315 




395 (M + H) 



(584) 



#|fH2004-315511 (P2004-315511A) 



[^00] 



1316 




553 (M + H) 


1317 




500 (M + H) 


1318 




532 (M + H) 


1319 




450 (M + H) 


1320 




529 (M + H) 


1321 




515 (M + H) 



(585) 



#|fH2004-315511 (P2004-315511A) 



[^01] 



1322 




594 (M + H) 


1323 




473 (M + H) 


1324 




428 (M + H) 


1325 




450 (M + H) 


1326 




502 (M + H) 


1327 




508 (M + H) 



(586) 



#IH2004-315511 (P2004-315511A) 



imo2i 



1328 




472 (M + H) 


1329 




476 (M + H) 


1330 




479 (M + H) 


1331 




446 (M + H) 


1332 




420 (M + H) 


1333 




510 (M + H) 



(587) #|H2004-315511 (P2004-315511A) 

[^203] 



1334 




454 (M + H) 


1335 




438 (M + H) 


1336 




492 (M + H) 


1337 




420 (M + H) 


1338 




404 (M + H) 


1339 




430 (M + H) 



(588) 



#|fH2004-315511 (P2004-315511A) 



[^204] 



1340 




448 (M + H) 


1341 




465 (M + H) 


1342 




434 (M + H) 


1343 




410 (M + H) 


1344 




587 (M + H) 


1345 




448 (M + H) 



(589) 



#iH2004-315511 (P2004-315511A) 



1346 




510 (M + H) 


1347 




464 (M + H) 


1348 




432 (M + H) 


1349 




422 (M + H) 


1350 




434 (M + H) 


1351 




476 (M + H) 



(5 90) 



#|fH2004-315511 (P2004-315511A) 



[^06] 



1352 




418 (M + H) 


1353 


9? 


623 (M + H) 


1354 




618 (M + H) 


1355 




486 (M + H) 


1356 




463 (M + H) 


1357 




482 (M + H) 



(591) 



#|fH2004-315511 (P2004-315511A) 



[^07] 



1358 




452 (M + H) 


1359 




454 (M + H) 


1360 




432 (M + H) 


1361 




482 (M + H) 


1362 




454 (M + H) 


1363 




502 (M + H) 



(5 92) 



#|fH2004-315511 (P2004-315511A) 



[^08] 



1364 




489 (M + H) 


1365 




328 (M + H) 


1366 




354 (M + H) 


1367 




396 (M + H) 


1368 




384 (M + H) 


1369 




336 (M + H) 



(5 93) 



#IH2004-315511 (P2004-315511A) 



[^209] 



1370 




396 (M + H) 


1371 




384 (M + H) 


1372 




418 (M + H) 


1373 




420 (M + H) 


1374 




460 (M + H) 


1375 




444 (M + H) 



(594) 



#iH2004-315511 (P2004-315511A) 



1376 




476 (M + H) 


1377 




521 (M + H) 


137S 




416 (M + H) 


1379 




538 (M + H) 


1380 




419 (M + H) 


1381 


Br 


522 (M + H) 



(5 9 5) 



#iH2004-315511 (P2004-315511A) 



[^211] 



1382 




492 (M + H) 


1383 




472 (M + H) 


1384 




429 (M + H) 


1385 




622 (M + H) 


1386 




545 (M + H) 


1387 




555 (M + H) 



(5 96) 



#iH2004-315511 (P2004-315511A) 



1388 




466 (M + H) 


1389 




480 (M + H) 


1390 




482 (M + H) 


1391 




523 (M + H) 


1392 




480 (M + H) 


1393 


(^^^^ 


520 (M + H) 



(5 97) 



#iH2004-315511 (P2004-315511A) 



[^213] 



1394 




573 (M + H) 


1395 




573 (M + H) 


1396 




627 (M + H) 


1397 




613 (M + H) 


1398 




532 (M + H) 


1399 


i 


512 (M + H) 



(598) 



#|fH2004-315511 (P2004-315511A) 



[11214] 



1400 




391 (M + H) 


1401 




510 (M + H) 


1402 




633 (M + H) 


1403 




531 (M + H) 


1404 




468 (M + H) 


1405 




452 (M + H) 



(5 99) 



#iH2004-315511 (P2004-315511A) 



[^215] 



1406 


H 


468 (M + H) 


1407 




503 (M + H) 


1408 




523 (M + H) 


1409 




482 (M + H) 


1410 




494 (M + H) 


1411 


6 


482 (M + H) 



(6 00) 



#IH2004-315511 (P2004-315511A) 



1412 


o6 


531 (M + H) 


1413 




550 (M + H) 


1414 




536 (M + H) 


1415 




588 (M + H) 


1416 




508 (M + H) 


1417 


> 


519 (M + H) 



(601) 



#iH2004-315511 (P2004-315511A) 



[11217] 



1418 




0 


488 (M + H) 


1419 






435 (M + H) 


1420 






479 (M + H) 


1421 




487 (M + H) 


1422 




r 


50! (M + H) 


1423 






426 (M + H) 



(6 02) 



#iH2004-315511 (P2004-315511A) 




1430 




427 (M + H) 


1431 




444 (M + H) 


1432 




435 (M + H) 


1433 




421 (M + H) 


1434 




451 (M + H) 


1435 




462 (M + H) 



(6 04) 



#iH2004-315511 (P2004-315511A) 



[^220] 



1436 




512 (M + H) 


1437 




451 (M + H) 


1438 




462 (M + H) 


1439 




480 (M + H) 


1440 


o 


439 (M + H) 


1441 




449 (M + H) 



(6 0 5) 



#iH2004-315511 (P2004-315511A) 



1442 




305 (M + H) 


1443 




539 (M + H) 


1444 


N- PI"--' 


487 (M + H) 


1445 


P 


488 (M + H) 


1446 




565 (M + H) 


1447 




492 (M + H) 



(6 06) 



#IH2004-315511 (P2004-315511A) 



im22l 



1448 




442 (M + H) 


1449 




516 (M + H) 


1450 




465 (M + H) 


1451 




472 (M + H) 


1452 




458 (M + H) 


1453 




466 (M + H) 



(6 07) 



#|fH2004-315511 (P2004-315511A) 



[^223] 



1454 




450 (M + H) 


1455 




480 (M + H) 


1456 




318<M + H) 


1457 




532 (M + H) 


1458 


9 


580 (M + H) 


1459 




452 (M + H) 



(6 08) 



#|fH2004-315511 (P2004-315511A) 



[^224] 



1460 




498 (M + H) 


1461 




409 (M + H) 


1462 




563 (M + H) 


1463 




420 (M 4 H) 


1464 




535 (M + H) 


1465 




516 (M + H) 



(6 09) #|H2004-315511 (P2004-315511A) 



1466 




476 (M + H) 


1467 




472 (M + H) 


1468 




487 (M + H) 


1469 


» ^ — ' 


548 (M + H) 


1470 


0=8=O 

0 

H 


512 (M + H) 


1471 




473 (M + H) 



(6 10) 



#|fH2004-315511 (P2004-315511A) 



[^226] 



1472 




648 (M + H) 


1473 




591 (M + H) 


1474 




645 (M + H) 


1475 




531 (M + H) 


1476 




619 (M + H) 


1477 




529 (M + H) 



(611) 



#iH2004-315511 (P2004-315511A) 



[^27] 



147S 




563 (M + H) 


1479 




537 (M + H) 


1480 




540 (M + H) 


1481 




579 (M + H) 


14S2 


(^kff — a^.- 


463 (M + H) 


1483 




449 (M + H) 



(6 12) 



#iH2004-315511 (P2004-315511A) 



[^28] 





Q 




1484 




432 (M + H) 


1485 


T 

Q 


482 (M + H) 








1486 




482 (M + H) 


1487 




505 (M + H) 


1488 


cJyCr" ^ 


516 (M + H) 


1489 




560 (M + H) 



(6 13) 



#IH2004-315511 (P2004-315511A) 



[^29] 



1490 


X) 


423 (M + H) 


1491 




405 (M + H) 


um 




534 (M + H) 


1493 




526 (M + H) 


1494 




526 (M + H) 


1495 




510 (M + H) 



(6 14) 



#iH2004-315511 (P2004-315511A) 



[^30] 



14% 




498 (M + H) 


1497 




632 (M + H) 


1488 




570 (M + H) 


1499 


"XX 

■V^^ ^**^S OH 


590 (M + H) 


1500 




618 (M + H) 


1501 




658 (M + H) 



(6 15) 



#iH2004-315511 (P2004-315511A) 



[11231] 



1502 




672 (M + H) 


1503 




638 (M + H) 


1504 




612 (M + H) 


1505 




624 (M + H) 


1506 




590 (M + H) 


1507 




604 (M + H) 



(6 16) 



#|fH2004-315511 (P2004-315511A) 



1508 




598 (M + H) 


1509 




574 (M + H) 


1510 




424 (M + H) 


1511 




508 (M + H) 


1512 




474 (M + H) 


1513 




474 (M + H) 



(6 17) 



#|fH2004-315511 (P2004-315511A) 



[11233] 



1514 


'i-' 


474 (M + H) 


1515 




490 (M + H) 


1516 




490 (M + H) 


1517 




444 (M + H) 


ISIS 




438 (M + H) 


1519 




483 (M + H) 



(6 18) 



#|fH2004-315511 (P2004-315511A) 



[11234] 



1520 




535 (M + H) 


1521 




510 (M + H) 


1522 




601 (M + H) 


1523 




496 (M + H) 


1524 




420 (M + H) 


1525 




498 (M + H) 



(6 19) 



#IH2004-315511 (P2004-315511A) 



[11235] 



1526 




521 (M + H) 


1527 




542 (M + H) 


1S28 




466 (M + H) 


1529 




480 (M + H) 


1539 




583 (M + H) 


1531 




556 (M + H) 



(6 20) 



#iH2004-315511 (P2004-315511A) 



[^36] 



1532 




464 (M + H) 


1933 




434 (M + H) 


im 




434 (M + H) 


1535 


9 


436 (M + H) 


1S3C 




418 (M + H) 


1537 




438 (M + H) 



(621) 



#|fH2004-315511 (P2004-315511A) 



[11237] 



1538 


T ^ 


446 (M + H) 


1539 




4«4 (M + H) 


IS40 




430 (M + H) 


1541 




478 (M + H) 


1542 




575 (M + H) 


1543 




506 (M + H) 



(6 22) 



#132004-315511 (P2004-315511A) 



[^38] 



1544 




476 (M + H) 


1545 


H 


564 (M + H) 


1546 




478 (M + H) 


1547 


- 9 


396 (M + H) 


1548 




410 (M + H) 


1549 




410 (M + H) 



(6 23) 



#iH2004-315511 (P2004-315511A) 



[11239] 



1550 




410 (M + H) 


1551 




370 (M + H) 


1582 




410 (M + H) 


1553 




432 (M + H) 


15S4 




474 (M + H) 


1555 




458 (M + H) 



(6 24) 



#iH2004-315511 (P2004-315511A) 



1S5« 




490 (M + H) 


1557 


(^\^'^ 


535 (M + H) 


]S« 




430 (M + H) 


1559 




552 (M + H) 






433 (M + H) 


1561 




536 (M + H) 



(6 2 5) 



#|fH2004-315511 (P2004-315511A) 



[mi] 



1562 




506 (M + H) 


1563 




429 (M + H) 


1964 




486 (M + H) 


1565 




443 (M + H) 


1566 


V 

r 


636 (M + H) 


1567 




705 (M + H) 



(6 26) 



#iH2004-315511 (P2004-315511A) 



156S 




559 (M + H) 


1569 




569 (M + H) 


lS7e 




480 (M + H) 


1571 




494 (M + H) 


1572 




496 (M + H) 


1573 




537 (M + H) 



(6 27) 



#iH2004-315511 (P2004-315511A) 



1574 




494 (M + H) 


ms 




534 (M + H) 


1976 




587 (M + H) 


1577 




587 (M + H) 


1578 




523 (M + K) 


1579 




627 (M + H) 



(6 28) 



#|fH2004-315511 (P2004-315511A) 





Y ^ 


627 (M + H) 


1581 


6 


526 (M + H) 


lSg2 




524 (M + H) 


1593 




564 (M + H) 


1584 




647 (M + H) 


1585 




545 (M + H) 



(6 29) 



#iH2004-315511 (P2004-315511A) 



1586 


9^ 


671 (M + H) 


1587 


6 


482 (M + H) 


1S88 




466 (M + H) 


1589 




528 (M + H) 


1590 




482 (M + H) 


1599 




517 (M + H) 



(6 30) 



#|fH2004-315511 (P2004-315511A) 



[me] 



1592 


"S 


537 (M + H) 


1593 




496 (M + H) 


15M 




508<M + H) 


1595 


Cr 


496 (M + H) 


1596 




564 (M + H) 


1597 




550 (M + H) 



(631) 



#|fH2004-315511 (P2004-315511A) 



159S 




602 (M + H) 


1599 




522 (M + H) 






533 (M + H) 


im 




468 (M + H) 


1602 




502 (M + H) 


1603 




449 (M + H) 



(6 32) 



#iH2004-315511 (P2004-315511A) 



1604 




493 (M + H) 


1605 




515 (M + H) 


1606 




440 (M + H) 


1607 




508 (M + H) 


]6Q» 




582 (M + H) 


1609 




674 (M + H) 



(6 33) 



#iH2004-315511 (P2004-315511A) 



1610 




474 (M + H) 


1611 




548 (M - H) 


1612 




438 (M + H) 


1613 




569 (M + H) 


1614 




441 (M + H) 


1615 




458 (M + H) 



(6 34) 



#iH2004-315511 (P2004-315511A) 



[^50] 



1616 




449 (M + H) 


1617 




435 (M + H) 


1618 




465 (M + H) 


1619 




476 (M + H) 


1620 




526 (M + H) 


1621 




465 (M + H) 



(6 3 5) 



#iH2004-315511 (P2004-315511A) 



[11251] 



1622 




476 (M + H) 


1623 




494 (M + H) 


16Z4 




453 (M + H) 


1625 




463 (M + H) 


1626 




519 (M + H) 


1627 




553 (M + H) 



(6 36) 



#|fH2004-315511 (P2004-315511A) 



im52l 



1628 




50! (M + H) 


1629 




458 (M + H) 


im 




502 (M + H) 


1<31 




579 (M + H) 


102 




506 (M + H) 


1633 




456 (M + H) 



(6 37) 



#|fH2004-315511 (P2004-315511A) 



[11253] 



1634 




530 (M + H) 


1635 




479 (M + H) 


1«36 




590 (M + H) 


1637 




486 (M + H) 


1638 




472 (M + H) 


163» 




480 (M + H) 



(6 38) 



#|fH2004-315511 (P2004-315511A) 



[11254] 



1640 




464 (M + H) 


1£41 




494 (M + H) 


U42 




532 (M + H) 


1643 




546 (M + H) 


1644 




608 (M + H) 


1645 




438 (M + H) 



(6 39) 



#|fH2004-315511 (P2004-315511A) 



[11255] 



1646 




466 (M + H) 


1647 




512 (M + H) 


tm 




423 (M + H) 


1649 




577 (M + H) 


16S0 




434 (M + H) 


1651 




549 (M + H) 



(640) 



#|fH2004-315511 (P2004-315511A) 



[^56] 



1652 




330 (M + H) 


1653 




490 (M + H) 


1604 




486(MH-H) 


1655 


o 


501 (M + H) 


1656 




562 (M + H) 


1657 




487 (M + H) 



(64 1) 



#iH2004-315511 (P2004-315511A) 



[11257] 



1658 




660 (M + H) 


1659 




605 {M + H) 


1660 




662 (M + H) 


1661 




696 (M + H) 


166(2 




639 (M + H) 


1663 




659 (M + H) 



(642) 



#|fH2004-315511 (P2004-315511A) 



[^58] 



1$64 




647 (M + H) 


16*5 




633 (M + H) 




6. 


543 (M + H) 


1«67 




577 (M + H) 


166> 




551 (M + H) 


1669 


0 


554 (M + H) 



(643) 



#|fH2004-315511 (P2004-315511A) 



1670 




477 (M + H) 


W71 




463 (M + H) 


1«72 




446 (M + H) 


1673 




496 (M + H) 


1674 




496 (M + H) 


1675 




519 (M + H) 



(644) 



#iH2004-315511 (P2004-315511A) 



1676 




530 {M + H) 


1677 


1 


574 (M + H) 


1678 




437 (M + H) 


1679 




419 (M + H) 


1680 




548 (M + H) 


1681 




672 (M + H) 



(64 5) 



#|fH2004-315511 (P2004-315511A) 



[11261] 



KS2 




540 (M + H) 


1683 




540 (M+H) 


1684 




524 (M + H) 


1685 




512 (M + H) 


1686 




632 (M + H) 


1687 




646 (M + H) 



(646) 



#|fH2004-315511 (P2004-315511A) 









1688 




648 (M-H H) 


1689 




584 (M + H) 


1690 




632 (M + H) 


1691 




672 (M + H) 


1692 




686 (M + H) 


1693 




652(M + H> 



(647) 



#iH2004-315511 (P2004-315511A) 



[11263] 



1694 




626 (M + H) 


1695 




638 (M + H) 


I6M 




618 (M + H) 


1697 




612 (M + H) 


1698 




588 (M + H) 


1699 




624 (M + H) 



(648) 



#IH2004-315511 (P2004-315511A) 



1700 




438 (M + H) 


mi 




522 (M + H) 


17A2 




488 (M + H) 


171» 




488 (M + H) 


]7<M 




488 (M + H) 


17«$ 




504 (M + H) 



(649) 



#|fH2004-315511 (P2004-315511A) 



[11265] 



1706 




504 (M + H) 


ITVT 




458 (M + H) 


170S 




452 (M + H) 






497 (M + H) 


1710 




549 (M + H) 


1711 




524 (M + H) 



(6 50) 



#iH2004-315511 (P2004-315511A) 



1712 




615 (M + H) 


1713 


o 


510 (M + H) 


1714 




434 (M + H) 


1715 




512 (M + H) 


1716 




535 (M + H) 


1717 




556 (M + H) 



(651) 



#iH2004-315511 (P2004-315511A) 



[11267] 



1718 




480 (M + H) 


1719 




494 (M + H) 


1720 




597 (M + H) 


1721 




570 (M + H) 


1722 




478 (M + H) 


1723 




448 (M + H) 



(6 52) #|fH2004-315511 (P2004-315511A) 



1724 




448 (M + H) 


172S 




450 (M + H) 


1726 




432 (M + H) 


1727 




452 (M + H) 


172» 




460 (M + H) 


1729 




478 (M + H) 



(6 53) #IH2004-315511 (P2004-315511A) 

[11269] 



1730 




444 (M + H) 


1731 




492 (M + H) 


1732 




524 (M + H) 


1733 




589 (M + H) 


1734 




520 (M + H) 


173S 




490 {M + H) 



(6 54) 



#|fH2004-315511 (P2004-315511A) 



[^70] 



1736 


? 


563 (M + H) 


1737 




471 (M + H) 


%m 


6 


578 (M + H) 


1739 




410 (M + H) 


1740 




424 (M + H) 


1741 




424 (M + H) 



(6 5 5) 



#iH2004-315511 (P2004-315511A) 



[11271] 



m2 




424 (M + H) 


1743 




447 (M + Na) 






384 (M + H) 


1749 




424 (M + H) 


1746 




434 (M + H) 


17*7 




472 (M + H) 



(6 56) 



#|fH2004-315511 (P2004-315511A) 



[^72] 



174a 




520 (M + H) 


1749 




514 (M + H) 






470 (M + H) 


1751 




500 (M + H) 


17S2 


0 


482 (M + H) 


17S3 




502 (M + H) 



(6 57) 



#|fH2004-315511 (P2004-315511A) 



[11273] 



1754 




490 (M + H) 








1755 


<^ 


426 (M + H) 


n» 




683 (M + H) 


17S7 




537 (M + H) 


17S8 


9 


588 (M + H) 


17» 




460 (M + H) 



(6 58) 



#iH2004-315511 (P2004-315511A) 



1760 




477 (M + H) 


1761 


r 


447 (M + H) 


1762 




509 (M + H) 


1763 




438 (M + H) 


1764 




464 (M+H) 


1765 


^^^^^ hqXq 


450 (M + H) 



(6 59) 



#IH2004-315511 (P2004-315511A) 



[11275] 



176^ 




383 (M + H) 


1767 


1 


476 (M + H) 




^OH 


396 (M + H) 


1769 


T 


434 (M + H) 


1770 




416 (M + H) 


1771 




470 (M + H) 



(6 60) 



#IH2004-315511 (P2004-315511A) 



[^76] 



1772 




410 (M + H) 


1773 




442 (M + H) 


1774 




394 (M + H) 


1775 




461 (M + H) 


1776 




476 (M + H) 


1777 




510 (M + H) 



(661) 



#iH2004-315511 (P2004-315511A) 



[11277] 



1778 




544 (M + H) 


1779 




380 (M + H) 


1780 




437 (M + H) 


1781 




464<M + H) 


1782 




394 (M + H) 


1783 




546 (M + H) 



(6 62) 



#|fH2004-315511 (P2004-315511A) 



[^78] 



1784 




519 (M + H) 


1785 




542 (M + H) 


1786 




624 (M + H) 


1787 




366 (M + H) 


1788 




460 (M + H) 


1789 




469 (M + H) 



(6 63) 



#|fH2004-315511 (P2004-315511A) 



[11279] 



1790 




450 (M + H) 


1791 




456 (M + H) 


1782 




430 (M + H) 


1793 




456 (M + H) 


1794 




456 (M + H) 


17M 




500 (M + H) 



(6 64) 



#|fH2004-315511 (P2004-315511A) 



[^80] 



1796 




537 (M+Na) 


1797 




537{M+Na) 


1?»8 




548 (M + H) 


1799 




504 (M + H) 


1800 




644 (M + H) 






436 (M + H) 



(6 6 5) 



#|fH2004-315511 (P2004-315511A) 



[11281] 



1802 




410 (M + H) 


1803 




422 (M + H) 


18M 




467 (M + H) 


1805 




406 (M + H) 


1806 




406 (M + H) 


1807 




440 (M - H) 



(6 66) 



#iH2004-315511 (P2004-315511A) 



[^82] 



im 




437 (M + H) 


1809 




408 (M + H) 


1810 




404 (M + H) 


1811 




404 (M + H) 


1812 




422 (M + H) 


1813 




453 (M + H) 



(6 67) 



#|fH2004-315511 (P2004-315511A) 



[11283] 



1814 




433 (M + H) 


1815 




429 (M + H) 


1«16 




429 (M + H) 


1817 




415 (M + H) 


1818 




404 (M + H) 


1819 




471 (M + H) 



(6 68) 



#iH2004-315511 (P2004-315511A) 



[11284] 



1820 




433 (M + H) 


1821 




569 (M + H) 


1822 




415 (M + H) 


1823 




408 (M + H) 


1824 


- if 


510 (M + H) 


1825 




525 (M + H) 



(6 69) 



#iH2004-315511 (P2004-315511A) 



[11285] 



1826 




541 (M + H) 


1827 




555 (M + H) 


112» 




578 (M + H) 


1829 




548 (M + H) 


1830 




526 (M + H) 


1831 




544 (M + H) 



(6 70) 



#|fH2004-315511 (P2004-315511A) 



[^86] 



1832 




528 (M + H) 


1833 




476 (M + H) 


1894 




456 (M + H) 


1835 




498 (M + H) 


tS36 




450 (M + H) 


1837 




451 (M + H) 



(671) 



#iH2004-315511 (P2004-315511A) 



[^87] 



1838 




460 (M + H) 


1839 




464 (M + H) 


IMO 




450 (M + H) 


1841 




562 (M + H) 


1842 




518 (M + H) 


1843 


^> 


512 (M + H) 



(6 72) 



#iH2004-315511 (P2004-315511A) 



[^288] 



1144 


Y ^ 


442 (M + H) 


1»45 




542 (M + H) 






424 (M + H) 


1M7 




530 (M + H) 


IMS 




581 (M + H) 


1849 




581 (M + H) 



(6 73) 



#iH2004-315511 (P2004-315511A) 



[^89] 



1850 




451 (M + H) 


1851 




508 (M + H) 


18S2 




518 (M + H) 


1853 




512 (M + H) 


1854 




543 (M + H) 


I8SS 




569 (M + H) 



(6 74) 



#|fH2004-315511 (P2004-315511A) 



[^90] 



1856 




452 (M + H) 






433 (M + H) 






601 (M + H) 


tm 




481 (M + H) 






542 (M + H) 


1861 




534 (M + H) 



(6 7 5) 



#iH2004-315511 (P2004-315511A) 



[11291] 

(*(Z)o-:5^) 



mi 




434 (M + H) 


1963 




502 (M + H) 






576 (M + H) 


1M5 




466 (M + H) 






436 (M + H) 






436 (M + H) 



(6 76) 



#iH2004-315511 (P2004-315511A) 



1868 




466 (M + H) 


t869 




432 (M + H) 


im 




436 (M + H) 


1871 




429 (M + H) 


1872 




380 (M + H) 


1873 




391 (M + H) 



(6 77) 



#|fH2004-315511 (P2004-315511A) 



[11293] 



1874 




498 (M + H) 


ms 




446 (M + H) 


m6 




465 (M + H) 


19TT 




518 (M + H) 


1878 




377 (M + H) 






377 (M + H) 



(6 78) 



#iH2004-315511 (P2004-315511A) 



[11294] 



I8S0 




476 (M + H) 


tm 




491 (M + H) 


tm 




427 (M + H) 


im 




536 (M + H) 






524 (M + H) 


18S5 




448 (M + H) 



(6 79) 



#iH2004-315511 (P2004-315511A) 



[11295] 



1886 




47g(M + H) 


1887 




510(M + H) 






422 (M + H) 


1889 




464 (M + H) 


1890 




486<M + H) 


ISM 




462 (M+H) 



(680) 



#IH2004-315511 (P2004-315511A) 



tm 




400 (M + H) 


1893 




478 (M + H) 






418(M + H) 


1895 




448 (M + H) 


1896 




4S8(M + H) 


189? 




522 (M + H) 



(681 ) 



#|fH2004-315511 (P2004-315511A) 



[11297] 



1898 




492 (M + H) 


1899 




600 (M + H) 


IMW 




472 (M + H) 


19M 




472 (M + H) 


19X3 




468 (M+H) 


1909 




460 (M + H) 



(682) 



#IH2004-315511 (P2004-315511A) 



[^98] 



1904 




472 (M + H) 


1905 




406 (M + H) 


1906 




446 (M + H) 


1907 




480 (M + H) 


1908 




404 (M + H) 


1909 




472 (M + H) 



(683) 



#iH2004-315511 (P2004-315511A) 



[^99] 



1910 




486 (M + H) 


1911 




437 (M + H) 


1912 




432 (M + H) 


1913 




460 (M + H) 


1914 




474 (M + H) 


1915 




420 (M + H) 



(684) 



#|fH2004-315511 (P2004-315511A) 



[^00] 



1916 




432 (M + H) 


1917 




480 (M + H) 


1916 




444 (M + H) 


1919 




478 (M + H) 


1920 




512 (M + H) 


1921 




392 (M + H) 



(685) 



#iH2004-315511 (P2004-315511A) 



[11301] 



1922 




403 (M + H) 


1923 




476 (M + H) 


19!Z4 




447 (M + H) 


1926 




446(M-t-H) 


1926 




382 (M + H) 


1927 




342 (M + H) 



(686) 



#|fH2004-315511 (P2004-315511A) 



[^02] 



1928 




380 (M + H) 


1929 




370 (M + H) 


1^0 




482 (M + H) 


1931 




442 (M + H) 


1932 




519 (M + H) 


1933 




505 (M + H) 



(687) 



#iH2004-315511 (P2004-315511A) 



[IS303] 



1934 




429 (M + H) 


1»35 




432 (M + H) 


1936 


0 


418 (M + H) 


1937 


N 


588 (M + H) 


1938 




468 (M + H) 


1939 




443 (M + H) 



(688) 



#|fH2004-315511 (P2004-315511A) 



[^04] 



1940 




434 (M + H) 


1941 




500 (M + H) 


1942 




530 (M + H) 


1943 




506 (M + H) 


1944 




414 (M + H) 


1945 




442 (M + H) 



(689) 



#|fH2004-315511 (P2004-315511A) 



[IS305] 



1946 




448 (M + H) 


1947 




474 (M + H) 


194S 




461 (M + H) 


1949 




509 (M + H) 


1950 




437 (M + H) 


1951 




427 (M + H) 



(6 90) 



#iH2004-315511 (P2004-315511A) 



[^06] 



1952 


o5/^ 


444 (M + H) 


1953 




460 (M + H) 


1954 


I 


447 (M + H) 


1955 




456 (M + H) 


1956 




479 (M + H) 


1957 




469 (M + H) 



(691) 



#|fH2004-315511 (P2004-315511A) 



[11307] 



1958 




440 (M + H) 


1959 




476 (M + H) 


1960 


y 


453 (M + H) 


1961 




552 (M + H) 


1962 




500 (M + H) 


1963 




554 (M+H) 



(6 92) 



#iH2004-315511 (P2004-315511A) 



[^08] 



1964 




428 (M + H) 


1965 




538 (M + H) 


1966 




448 (M + H) 


1967 




486 (M + H) 


1968 




534 (M + H) 


1969 




528 (M + H) 



(6 93) 



#|fH2004-315511 (P2004-315511A) 



[IS309] 



1970 




484 (M + H) 


1971 




514 (M + H) 


1972 


a 


496 (M + H) 


1973 




592 (M + H) 


1974 




516 (M + H) 


1975 




504 (M + H) 



(6 94) 



#IH2004-315511 (P2004-315511A) 



[11310] 



1976 




440 (M + H) 


1977 




697 (M + H) 


1978 




551 (M + H) 


1979 




602 (M + H) 


1980 




474 (M + H) 


1981 




491 (M + H) 



(6 9 5) 



#iH2004-315511 (P2004-315511A) 



[HSU] 



1982 




523 (M + H) 


1983 




452 (M + H) 


1984 




478 {M + H) 


1985 




464 (M + H) 


1986 




397 (M + H) 


1987 




454 (M - H) 



(6 96) 



#|fH2004-315511 (P2004-315511A) 



[11312] 



1988 


/ 


490 (M + H) 


1989 




410 (M + H) 


1990 




448 (M + H) 


1991 




430 (M + H) 


1992 




484 (M + H) 


1993 




424 (M + H) 



(6 97) 



#iH2004-315511 (P2004-315511A) 



[11313] 



1994 




456 (M + H) 


1995 




408 (M + H) 


1996 




475(1VH-H) 


1997 




490 (M + H) 


1998 




524 (M + H) 


1999 




558 (M + H) 



(6 98) 



#iH2004-315511 (P2004-315511A) 



[|B14] 



2000 




394 (M + H) 


2001 




451 (M + H) 


2002 




478 (M + H) 


2003 




408 (M + H) 


2004 




560 (M + K) 


2005 




533 (M + H) 



(6 99) #|H2004-315511 (P2004-315511A) 

[IS315] 



2006 




556 (M + H) 


2007 




638 (M + H) 


2008 




3«0(M + H) 


2009 




474 (M+H) 


2010 




483 (M + H) 


2011 




464 (M + H) 



(7 00) 



#|fH2004-315511 (P2004-315511A) 



[IS316] 



2012 




470 (M + H) 


2013 




444 (M + H) 


2014 




470 (M + H) 


2015 




487 (M + H) 


2016 




470 (M + H) 


2017 




514 (M + H) 



(701) 



#|fH2004-315511 (P2004-315511A) 



[11317] 



2018 




527 (M - H) 


2019 




562 (M + H) 


2Q20 




518(M + H> 


2021 




658 (M + H) 


2022 




466 (M + H) 


2023 




450 (M + H) 



(7 02) 



#|fH2004-315511 (P2004-315511A) 



2024 


^H'^ OH 


424 (M + H) 


2025 




436 (M + H) 


2026 




420 (M + H) 


2027 




420 (M + H) 


2028 




456 (M + H) 


2029 




451 (M + H) 



(7 03) 



#iH2004-315511 (P2004-315511A) 



[11319] 



2030 




422 (M + H) 


2031 




418 (M + H) 


2032 




418 (M + H) 


2033 




436 (M + H) 


2034 




467 (M + H) 


2035 




443 (M + H) 



(7 04) 



#iH2004-315511 (P2004-315511A) 



[^20] 



2036 




443 (M + H) 


2037 




429 (M + H) 


2038 




418 (M + H) 


2039 




485 (M + H) 


2040 


F 


447 (M + H) 


2041 




583 (M + H) 



(7 0 5) 



#iH2004-315511 (P2004-315511A) 



[IS321] 



2042 


o 


536 (M + H) 


2043 




429 (M + H) 


2044 




422 (M + H) 


2045 




507 (M + H) 


204« 




524 (M + H) 


2047 




539 (M + H) 



(7 06) 



#|fH2004-315511 (P2004-315511A) 



[^22] 



2048 




555 (M + H) 


2049 




569 (M + H) 


2050 




592 (M + H) 


2051 




562 (M + H) 


2052 




540 (M + H) 


2053 




558 (M + H) 



(7 07) 



#iH2004-315511 (P2004-315511A) 



[IS323] 



2054 




542 (M + H) 


2055 




490 (M + H) 


2056 




470 (M + H) 


2057 




512 (M + H) 


2058 




464 (M + H) 


2059 




465 (M + H) 



(7 08) 



#|fH2004-315511 (P2004-315511A) 



[IS324] 



2060 




474 (M + H) 


2061 




478 (M + H) 


2062 




478 (M + H) 


2063 




464 (M+H) 


2064 




576 (M + H) 


2065 




532 (M + H) 



(7 09) 



#iH2004-315511 (P2004-315511A) 



[11325] 



2066 


9 


526 (M + H) 


2067 




456 (M + H) 


2068 




556 (M + H) 


2069 




438 (M + H) 


2070 




544 (M + H) 


2071 




595 (M + H) 



(7 10) 



#IH2004-315511 (P2004-315511A) 



[^26] 



2072 


c5^' 


595 (M + H) 


2073 




465 (M + H) 


2074 




522 (M + H) 


2075 


a 


532 (M + H) 


2076 




526 (M + H) 


2077 




557 (M + H) 



(711) 



#IH2004-315511 (P2004-315511A) 



[IS327] 



2078 




583 (M + H) 


207? 




466 (M + H) 


2080 




447 (M + H) 


2081 




615 (M + H) 


2082 




495 (M + H) 


2083 




556 (M + H) 



(7 12) 



#iH2004-315511 (P2004-315511A) 



[^28] 



2084 


a. 


548 (M + H) 


2085 




448 (M + H) 


2086 


& 


516 (M + H) 


2087 




590 (M + H) 


2088 




480 (M + H) 


2089 




450 (M + H) 



(7 13) 



#|fH2004-315511 (P2004-315511A) 



[11329] 



2090 




450 (M + H) 


2091 




480 (M + H) 


2092 


< 


446 (M + H) 


2093 




450 (M + H) 


2094 




443 (M + H) 


2095 




394 (M + H) 



(7 14) 



#iH2004-315511 (P2004-315511A) 



[gS330] 



2096 




405 (M + H) 


2097 




512 (M + H) 


2098 




460 (M + H) 


2099 




479 (M + H) 


2100 




532 (M + H) 


2101 




391 (M + H) 



(7 15) 



#iH2004-315511 (P2004-315511A) 



2102 




391 (M + H) 


2103 




490 (M + H) 


2104 




505 (M + H) 


2105 




441 (M + H) 


2106 




550(M + H) 


2107 




538 (M + H) 



(716) #|H2004-315511 (P2004-315511A) 

[11332] 



2108 




462 (M + H) 


2109 




492 (M + H) 


2110 




524 (M + H) 


2111 




436 (M + H) 


2112 




478 (M + H) 


2113 




500 (M + H) 



(7 17) 



#iH2004-315511 (P2004-315511A) 



[11333] 



2114 




476 (M + H) 


2115 


^^/^"'^ 


414 (M + H) 


2116 




492 (M + H) 


2117 




432 (M + H) 


2118 




472 (M + H) 


2119 




536 (M + H) 



(7 18) 



#iH2004-315511 (P2004-315511A) 



[IS334] 



2120 




506 (M + H) 


2121 




614 (M + H) 


2122 




486 (M + H) 


2123 




486 (M + H) 


2124 




482 (M+H) 


2125 




474 (M + H) 



(719) #|fH2004-315511 (P2004-315511A) 

[11335] 



2126 




486 (M + H) 


2127 




420 (M + H) 


2128 




494 (M + H) 


2129 




418 (M + H) 


2130 




486 (M + H) 


2131 




500 (M + H) 



(7 20) 



#IH2004-315511 (P2004-315511A) 



[11336] 



2132 




446 (M + H) 


2133 




474 (M + H) 


2134 




488 (M + H) 


2135 




434 (M + H) 


2136 


? 


446 (M + H) 


2137 




492 (M + H) 



(721) 



#iH2004-315511 (P2004-315511A) 



[11337] 



2138 




458 (M + H) 


21» 




492 (M + H) 


2140 




526 (M + H) 


2141 




406 (M + H) 


2142 




417 (M + H) 


2143 




490 (M + H) 



(7 22) 



#|fH2004-315511 (P2004-315511A) 



[|B38] 



2144 




461 (M + H) 


2145 




460 (M + H) 


2146 




396 (M + H) 


2147 




356 (M + H) 


2149 




394 (M + H) 


2149 




384 (M + H) 



(7 23) 



#iH2004-315511 (P2004-315511A) 



[IS339] 



2150 




496 {M + H) 


2151 




456 (M + H) 


2152 




533 (M + H) 


21S3 




519 (M + H) 


2154 




443 (M + H) 


2155 




446 (M + H) 



(7 24) 



#iH2004-315511 (P2004-315511A) 



2156 




432 (M + H) 


2157 




602 (M + H) 


21S8 




457 (M + H) 


2159 




448 (M + H) 


2160 




514CM + H) 


2161 




544 (M + H) 



(7 2 5) 



#iH2004-315511 (P2004-315511A) 



[IS341] 



2162 




520 (M + H) 


2163 




428 (M + H) 


2164 




462 (M + H) 


2165 




488 (M + H) 


2166 




475 (M + H) 


2167 




523 (M + H) 



(7 26) 



#iH2004-315511 (P2004-315511A) 



[11342] 



2168 




451 (M + H) 


2169 




441 (M+H) 


2170 




458 (M + H) 


2171 




474 (M + H) 


2172 




461 (M + H) 


2173 




470 (M + H) 



(7 27) 



#iH2004-315511 (P2004-315511A) 



[IS343] 



2174 


c? ^ 


493 (M + H) 


2175 


6 


483 (M + H) 


2176 




454 (M + H) 


2177 




490 (M + H) 


217S 




467 (M + H) 


2179 




566 (M + H) 



(7 28) 



#iH2004-315511 (P2004-315511A) 



2180 




514 (M + H) 


2181 




568 (M + H) 


2182 




594 (M + H) 


2183 




442 (M + H) 


2184 


F F 


552 (M + H) 


2185 




435 (M + H) 



(7 29) 



#iH2004-315511 (P2004-315511A) 



[11345] 



2186 


^ r 


450 (M+H) 


2187 




448 (M + H) 


2188 




444 (M + H) 


2189 




478 (M + H) 


2190 




434 (M + H) 


2191 




446 (M + H) 



(7 30) 



#iH2004-315511 (P2004-315511A) 



2192 




420 (M + H) 


2193 




440 (M + H) 


2194 




464 (M + H) 


2195 




448 (M + H) 


2196 




502 {M + H) 


2197 




462 (M + H) 



(731) 



#iH2004-315511 (P2004-315511A) 



[IS347] 



2198 




508 (M + H) 


2199 




440 (M + H) 


2200 




488 (M + H) 


2201 




516 (M + H) 


2202 




404 (M + H) 


2203 




478 (M + H) 



(7 32) 



#iH2004-315511 (P2004-315511A) 



[mm 



2204 


1^ 


456 (M + H) 


2205 




464 (M + H) 


2206 




456 (M + H) 


2207 




450 (M + H) 


2208 




442 (M + H) 


2209 


a 


408 (M + H) 



(7 33) 



#|fH2004-315511 (P2004-315511A) 



[11349] 



2210 




424 (M + H) 


2211 




424 (M + H) 


2212 




448 (M + H) 


2213 




458 (M + H) 


2214 




458 (M + H) 


2215 


0 


420 (M + H) 



(734) 



#|fH2004-315511 (P2004-315511A) 



[11350] 



2216 




419 (M + H) 


2217 




440 (M + H) 


2218 




446 (M + H) 


2219 




434 (M + H) 


2220 




446 (M + H) 


2221 




404 (M + H) 



(7 3 5) 



#|fH2004-315511 (P2004-315511A) 



[11351] 



2222 




408 (M + H) 


2223 


r 9 


420 (M + H) 


2224 




420 (M+H) 


2225 




463 (M + H) 


2226 




460 (M + H) 


2227 




462 (M + H) 



(7 36) 



#|fH2004-315511 (P2004-315511A) 



[IS352] 



2228 




502 (M + H) 


2229 




434 (M + H) 


2230 




456 (M + H) 


2231 


A 


432 (M + H) 


2232 


^- / 


460 (M + H) 


2233 




488 (M + H) 



(7 37) #|H2004-315511 (P2004-315511A) 

[11353] 



2234 




474 (M + H) 


2235 


r* If 


446 (M + H) 


2236 




484 (M + H) 


2237 




420 (M + H) 


2238 




568 (M + H) 








2239 




428 (M + H) 



(7 38) 



#iH2004-315511 (P2004-315511A) 



[11354] 



2240 


9 


396 (M + H) 


2241 




420 (M + H) 


2242 




468 (M + H) 


2243 




432 (M + H) 


2244 




468 (M + H) 


2245 




458 (M + H) 



(7 39) 



#|fH2004-315511 (P2004-315511A) 



[11355] 



2246 




423 (M + H) 


2247 


- ? 


420 (M + H) 


2248 




404 (M + H) 


2249 




448 (M + H) 


2250 




446 (M + H) 


2251 




540 (M + H) 



(740) 



#iH2004-315511 (P2004-315511A) 



[gS356] 



2252 




470 (M + H) 


2253 




472 (M + H) 


2254 




479 (M + H) 


2255 




433 (M + H) 


2256 




458 (M + H) 


2257 


oSrO^ ^ 


5f5(M + H) 



(74 1) 



#|fH2004-315511 (P2004-315511A) 



[IS357] 



2258 


Y 9 


410 (M + H) 


2259 




394 (M + H) 


22«M) 




368 (M + H) 


2261 




372 (M + H) 


2262 




397 (M + H) 


2263 




464 (M + H) 



(742) 



#|fH2004-315511 (P2004-315511A) 



[11358] 



2264 




462 (M + H) 


2265 




458 (M + H) 


2266 




492 (M + H) 


2267 




448 (M + H) 


226S 




460 (M+H) 


2269 




434 (M + H) 



(743) 



#iH2004-315511 (P2004-315511A) 



[11359] 



2270 




454 (M + H) 


2271 




478 (M + H) 


2272 




462 (M + H) 


2273 




516 (M + H) 


2274 




476 (M + H) 


2275 




522 (M + H) 



(744) 



#iH2004-315511 (P2004-315511A) 



[gS360] 



2276 




454 (M + H) 


2277 


Br 


502 (M + H) 


2278 




530 (M + H) 


2279 




418 (M + H) 


2280 




492 (M + H) 


2281 




470 (M + H) 



(745) 



#iH2004-315511 (P2004-315511A) 



[IS361] 



2282 




478 (M + H) 


2283 




470 (M + H) 


2284 




464 (M + H) 


2285 




456 (M + H) 


2286 




422 (M + H) 


2287 




438 (M + H) 



(746) 



#iH2004-315511 (P2004-315511A) 



[IS362] 



2288 


1 

oS/X" — ^ 


462 (M + H) 


2289 




472 (M + H) 


2290 


F 


472 (M + H) 


2291 




434 (M + H) 


2292 




433 (M + H) 


2293 




454 (M + H) 



(747) 



#|fH2004-315511 (P2004-315511A) 



[IS363] 



2294 




460 (M + H) 


2295 




448 (M + H) 


2296 




460 (M + H) 


2297 




422 (M + H) 


2298 




474 (M + H) 


2299 




476 (M + H) 



(748) 



#iH2004-315511 (P2004-315511A) 



[gS364] 



2300 




516 (M + H) 


2301 




448 (M + H) 


2302 




470 (M + H) 


2303 




446 (M + H) 


2304 




488 (M + H) 


2305 




460 (M + H) 



(749) 



#iH2004-315511 (P2004-315511A) 



[IS365] 



2306 




434 (M + H) 


2307 




582 (M + H) 


2308 




442 (M + H) 


2309 




419 (M + H) 


2310 




434 (M + H) 


2311 




482 (M + H) 



(7 50) 



#IH2004-315511 (P2004-315511A) 



[gS366] 



2312 




418 (M + H) 


2313 




446 (M + H) 


2314 


Br 


482 (M + H) 


2315 




472 (M + H) 


2316 




437 (M + H) 


2317 




434 (M + H) 



(751) 



#|fH2004-315511 (P2004-315511A) 



[IS367] 



2318 




418 (M + H) 


2319 


6 


462 (M + H) 


2320 


6 


460 (M + H) 


2321 


6 


554 (M + H) 


2322 




470 (M + H) 


2323 




537 (M + H) 



(7 52) 



#iH2004-315511 (P2004-315511A) 




^^yX-4-7■"^^-N- {4- [ i4-^i~)]^T J -^-tV'U y- 2--^ Jl-T < 



(7 53) 



#iH2004-315511 (P2004-315511A) 



[0566] 

Xr-/TA: [ { 4 -T'n^:- 2 - b U 7;P^n^ b^f i^-^y-tf y 

N5yx-4-TSy^i^;I/-i^^'n^^ify;^f;l/;J^"yK (3. 14g. 2 0mmol 
) THF {20mL) ^3 It/' 1 Mi757Kffi'f[::>- f U "^ATlQt^g (42ml ) 
, S'ft4-7-n^-2-bU7;l/:tn;>4 N^i/<yHfy>^;l/7f;-;K6. 9g. 20. 4 
mmo 1 ) (OTHF (2 0mL) 5i?l&jll;t. ;i^a-^&a^T'2B#PHljSJ^ Uc» 4t 
^dM-^tl&?®ffiL. lM(0HCL7Ki§?g (4 5mL) &jD;t!^c. 4t:^c^m!|%&ri^L. 
7|<t3j;Uf'^^-i?-yC-?5t?tfl.i:. hyyx-4 - [ ( 4 2 - h U 7;l/>rn;< h 
^i/-^y-b:yx;V;^ri;i^rsy) -^^;t^] -i^^u^^^y^fV^f^ym (7. 18g 
. 7 8%) *iefe^om*i:L'Ct#^>^lf^. 

ESI MS m/e 460/462 M + H+ ; NMR (500 MHz, DMSO-de)^- 12.00 (brs, 1 H) , 7.99 
(brs, 1 H), 7.84-7.80 (m, 3 H) , 2.72 (d, J = 6.3 Hz. 2 H). 2.10 (m, 1 H), 1.86 ( 
m, 2 H), 1.71 (m, 2 H), 1.31 (m, 1 H), 1.23 (m, 2 H), 0.87 (m, 2 H). 
[0567] 

X^yTB : hyyx-4- [ (4-7'nt-2-hU7;k*n^h='f>'-^y-b:> 

J) -Af-ll] -i^^U^^-ty^lV^^yM (7. 14g. 1 5. ornrno 1 ) tiXlfh 
Ux^;P7Sy(2. 3 5mL. 16. 9mmo 1 ) c/) T 1 1 1 ' ( 2 3 m I . ) iffiffi* , 0 C 
^Zi^Silfz. :iCOM-^mz. THF (5mL) 4^;^') nn-mi: f /I ( 1. (:,2niL. 1 

7 mmo 1) iio^mij^fxMitz. o°cTi 5ji^mmnifzmz, ry^-rmm 
(2 7mL) mML. ^<7)M^imi§rc2mmimLti. ^<7)M-^m^:m&ri,zmm 
I. mmmykTm-t&k. mmmMz. ^mmpmi. yi^isxt/^^^yx- 

gtff-fl>ts hyyx-4- [ (4-7'n^-2-hU7;l/:tn^h^i^-A;.y-tfyx;i/ 
4^-;^rSy) -^^'nA.^-9-y;^;t^4^yigrS F*^afei^iaf<s (4. 2g. 

5 9%) ttT^ii^tL^^c. 

ESI MS m/e 459/461 M + H+ ; ^H NMR (500 MHz, DMSO-dg) S 7.98 (brs, 1 H), 7.84-7. 
80 (m, 3 H), 7.13 (s, 1 H), 6.62 (s, 1 H), 2.72 (d, J = 6.5 Hz, 2 H), 1.98 (m, 1 

H), 1.70 (m, 4 H), 1.29 (m, 1 H), 1.23 (m, 2 H), 0.83 (m. 2 H) . 

[0568] 

Xf-vTC : h^yx-N- {4-r^J^^Jl-i^^V]^^iy/l'?<i->l) -4-7' 

hyyx-4- [ (4-7'n^-2- h 'J 7;l/:tn;^ hdf^-<y^^'yx;|,7^:i;1.7 5 
y) -j<^Ii'] -i^^U^^^y^flinymrS^V (4. 2g. 9. 2mmoI)i?)TH 
F (40mL) mmiiZ. IMiOBHg COTHF5^?g (32mL. 32mmo I ) ^40^ 

7mL) ^tfz^ft-^mz., EtOAc (28mL) joit/'MeOH (28 

mL) 4ii^4MtOHC 1 ^Ml. Z<^)Mi^mimmLfz. m^WZ. Me OH (2 8mL 

iM<7)7miti-hu^AmmT^mLfz. 7m^. ch2 c 1 2 -cttttiL (20) 
. ^m^^h^. mmi-hv^j^ix-mm^^. m^^z^m-tit. v^yx-N- 

(4-rsyj^f-;L'-i-i?nA.at- i^nji ) _ 4 _ ^'nct - 2 - h U ■7;L':t ny h 
-Ky^yxfU-^^yrs. Yi^^'^^comi^ ( 3 . o g. 7 4%) t LTff^-tLJto 

ESI MS m/e 445/447 M + ; iH NMR (500 MHz, DMSO-dg) & 7.84-7.79 (m, 3 H), 3.42 
(brs, 2 H), 2.72 (d, J = 6.8 Hz, 2 H), 2.33 (d, J = 6.5 Hz, 2 H), 1.73 (m, 4 H) 

, 1.27 (m, 1 H), 1.09 (m, 1 H) , 0.80 (m, 4 H). 
[0569] 

Xf^yTD : hyyx- 4-yv3^-N- {4 - [ ( 4 f-^l/T S y-^-tVU y 
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Sy(58mg. 0. 3mmo 1 ) ioit/'h^yx-N- (4-r5yj<^;L'->-^?nA. 
^iyJl-;<i-/U) - 4-7'"n^-2-bU7;k>rn;>< h^zy-Ky-^yXfl-t^yri KT5 
F(133mg. 0. 3mmo 1 ) :^^^^.=5:S2-T^y^V-;^{ 0. 5mL) ^t^^jH^ft 

. 2-rn.'NV-;l^T'gt?^-rSfcs hyyx-4-rn=t-fi- {4- [ 

)V:^U^ h^i^-Ky-^yXiVii-^yT^ HJSiMS*^"a-fetOia#: ( 1 2 1 mg. 6 7%) t 

ESI MS m/e 602/604 M (j«M) + ; NMR (500 MHz, DMSO-dg) 5- 12.61 (brs, 1 H 
), 9.70 (brs, 1 H), 8.26 (d, J = 8.1 Hz, 1 H), 8.15 (brs, 1 H) , 8.02 (t, J = 5.7 

Hz, 1 H), 7.84-7.74 (m, 4 H), 7.41 (m, 1 H). 3.32 (m. 2 H), 3.07 (d, J = 3.5 Hz 
, 3 H), 2.73 (t, J = 6.2 Hz, 2 H), 1.77 (m, 4 H), 1.53 (m, 1 H) , 1.32 (m, 1 H), 
0.96 (m, 2 H), 0.82 (m, 2 H). 

[OWO] 

mmm233o 
UYzm 



b^yx-N- {4 - [ {A-i/>^i')vr^J-^-)'V^)y-2-^)vr^J) -^^ 

}l] -iy^^^^iyjl^^)],] -2, 5-t'X-(2, 2, 2 - h U O-X h^i^ 

) -Ky-\zyx}V^syr5^¥^m& 



X^ryTK: ]-yyx.-4-\ [2, 5-b'>.-(2, 2, 2 - h U tTo-x b 
^i^) -Ky-^yxfl-t^-fir^yi -.Xf-;K - i^^n^^^y^;jl':r^ym(^)-^f& 

hyyx-4-7S./^-f-)\^-iy^'a^^^y:^)l'7i-^ym{l . 5g. lOmmol) 
CO. THF ( 1 OmL) XV^ 1 MCOymiti- h V ^ J^yi<m& ( 27mL) tfi^jgjgt. 
i&it2, 5-fx(2, 2, 2-hU:7;P^nxb=^>') ^y-fe'yx;PT}^:i;K3. 8g 
.10. 2 5inmo 1) OTHF ( 1 OmL) ?^?i^}iiJDL. <I<7)?M-^ftSr^iaT2l*^ 
ffiffL/t. *t/dg-^!fe^ii*iL. 1MC?)HC iTkjgM (2 2. 5mL) ±t 
^cfM^l^ri^L. /KSiit^'^^-tfy-rW^St , hyyx-4-{ [2, 5-t-x- 

(2, 2, 2-hU7;k^n-xbdr^) -A;y-b:>x;l^;j^-;l/rS7] 
^?^^dr^fy^;^;jl>Bg^^[i]fe^0B* (2. 8g. 5 7%) t LT#^>fL)t„ 
ESI MS m/e 494 M + H^ ; iH NMR (500 MHz , DMSO-dg) d 7.36 (m, 3 H), 7.23 (brs, 1 

H), 4.88 (m, 4 H) , 2.73 (m, 2 H), 2.10 (m, 1 H), 1.87 (m, 2 H) , 1.72 (m, 2 H), 
1.30 (m, 1 H), 1.23 (m, 2 H) , 0.87 (in, 2 H) . 



X-f-yTB : hyyx-4- { [2, 5-fX-(2. 2, 2 - b U 7/l^:tn-X h 

h5yx-4- { [2, 5 -fx- (2, 2, 2-hy:7;t-3j-n-xbdf>') -'^.y-tr' 
yx;i.';l^~;lxrsy] -i^i?n's.^Hfy;^/;l';fryM ( 2. 78g. 5. 63m 




o'b 0CH2CF3 



HCI 



[0571] 
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mo 1 ) i>J;i;;> Ux-?-;kTSy { 1 . 9mL, 13. 6mmo 1 ) COTHF ( 2 5mL 
) mm^O'az}%mLfz. ^(7)U-^mz. THF { SmD tf^^nndfrn^^KO. 
586mL. 6. 2mmol) ^ 1 O^tHfXMlfz. 0°CT'l 5^mmnLfzmz. 2 

5%Ty^-T7mm ( 1 omL) mMLfz. ^<7)U-^m^:mu-Q-2mwimnLtz.. * 

Ml. 7Ki3J;t/X^-9-yTm#-tl.t. hyyx-4- { [2, 5-h'X- (2, 2, 2 

;&;1^4<>'^rS H3&^afeOia#: (2. 7g. 9 8%) timi^tltz. 
ESI MS m/e 493 M + ; iH NMR (500 MHz, DMSO-de)^- 7.36 (m, 3 H), 7.23 (t, J = 
6.1 Hz, 1 H), 7.13 (s, 1 H), 6.62 (s, 1 H), 4.88 (m, 4 H), 2.74 (t, J = 6.4 Hz, 
2 H), 1.99 (m, 1 H). 1.75 (m, 4 H), 1.28 (m, 1 H). 1.23 (m, 2 H). 0.83 (m. 2 H). 
[0573] 

Xf-vTC : hyyx-N- ( 4 -T S y;^^;I/->'^nA.^>';I/;^^;l^) -2, 5 
-f^- (2,2, 2-bU7;l/^n-xb^i/) -<y-tf>x;i/4^yTS Ki^-^jj!S 

{ [2, 5-fX- (2, 2, 2-hy7;I^>)-n-xh^i') -^y-^f 
yxjlt^-fUr^/l -;<i~J\^} -i^:^r3^^^y:^)V:nymr^V (2. 7g. 5. 5 
mmo 1 ) COTUF (2 OmL) mMiZ., IMCOBH3 cOTHFffJI (2 OmL. 2 0m 

mo 1 ) &4o^^wcjn;t/i« z(DM-^miMiM.Tiz2mmmnLfz. ovjzimi:^! 

mz, l(niU.-^'^i7ii (ImL) X-if±^^fz, l</)i^m^lZ. EtOAc (2SmL) 
fcJ;VMeOH (5 OmL) ^<7)4Mcr)HC 1 <K&t^1'i-ii«L/-^„ SmWc^ M 

eOH (5 OmL) ^jDi., ;tf')$i^-^^<&SC^'.- iMillfz.:. 'ALl fzUC \ Et^O 

*^^.SteB^B§-it. iM«7j<^'fi:-?-bU'>A7K^§^ST-4'?nt/::„ 7j<ji^cH2 c i 
2 Tfl&aiL (20) . -^b^^:;^c^^aii&^iK-^-^U'>A±•c■|g^^■^. MJ±Tt:ii^-f--& 

h^yx-N- (4-rsy^f-;l'-^-i?n^^;^;Mf-;k) -2, 5-h';^-(2 

, 2, 2-hVy!]^:t^-x.h^>-) -Ky-ifyxji-t^yTiYf)<&-&<7)mw il . 5g 

,5 7%) t LTf#A,tl/-^o 

ESI MS m/e 479 M + H+ ; ^H NMR (500 MHz, DMS0-ds)5 7.36-7.32 (m, 3 H). 6.62 (br 
s, 1 H), 4.88-4.78 (m, 4 H), 3.42 (b, 2 H), 2.73 (d, J = 6.6 Hz, 2 H), 2.34 (d, 
J = 6.3 Hz, 2 H), 1.73 (m, 4 H), 1.27 (m, 1 H), 1.10 (m, 1 H), O.TT (m, 4 H). 
[0574] 

Xr-zTD : hyyx-N- {4- [ ( 4 - v^^AT 5 7 -^-^V U > - 2 - 
rsy) -;^^/L] ->'^n^:Jr>'/M^/H - 2, 5 -fx- (2,2, 2-h'J7/P 

Hffi^JlOX-T'yTBTlfi^ix/'c (2-^'^^-^^y■•Uy-4--^/^) -^'^^^/LT 

sy(4i. 4mg, 0. 2mmo I) axv^hyyx-N- {4-riyj<^)V-i^^ 
rt^^i^)l^^i-jl') -2, 5-fx-(2, 2, 2-h'J7;l'>)-n-xhJf>') -^y■^r■ 
yx;^4-^yrSH (95. 6mg, 0. 2mmo \ ) ■f}^^^j:^2-y°nf'^y~Jltp<DM'^ 

mi , MiiT^z 2 4 BtrBiffif^ uz ^(n^mft^miim l . m^m^ ^^1^9^?]-^ 

C 1 2 (:?§*^L. E t 2 04^^01 MCOHC 1 X^lfz. ^ c^jM-^ifS? ^ 

ii^ri't, b^yx-N- {4- [ (4-i^"^^;i^T5y-^^y"uy-2— ^/i-TS 

7) -ly'7u^^iy)VA^)V\ -2, 5-t"X- (2, 2, 2-fy7;k>rn 

-Xb^i-) — ^y^fyx;t/4^yr5 Fi^Sife*^'&fe«7^-A (lOlmg. 7 8%) 

ESI MS m/e 650 M mWW) + H+ ; iH NMR (500 MHz, DMSO-dg) S 8.16 (d, J = 8.2 Hz 
, 1 H), 8.00 (brs, 1 H) , 7.78 (t, J = 7.9, 1 H), 7.44 (brs, 1 H), 7.34 (m, 4 H), 

7.24 (t, J = 5.9 Hz, 1 H), 4.88 (m, 4 H) , 3.32 (s, 6 H), 3.29 (m, 2 H), 2.75 (t 
, J = 6.2 Hz. 2 H). 1.74 (m, 4 H). 1.52 (m, 1 H), 1.32 (m. 1 H) . 0.94 (m, 2 H). 
0.83 (m, 2 H). 

[0W5] 
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[0576] 

X-f-yTA: hyyx- [ ( {4- [ ( 4 -^n^- 2 - h 'J 7;I/^n^ h^rv— ^ 

dr>';i^;<-?^;l') - A-fxi^-2-Y^)'?)V^xi:<Y^ly-'X.y's.yx)VTt^yr^Y (4 
5mg, 0. Immo 1 ) fcj;t»yxf-;l^r5y { 14AtL. 0. lmmol)tfDCH 

2 CI 2 (5mL)jtfS(:, (t-7•>dr^;^;^;^t•-;^T5y-^uy^^^PX^'yx;^ 
S y-y yllt -7'>;uxx7"/l ( 3 9 . l my .0.1 mm 

o 1 ) ^ntt^^ ^<nwsm,-^^^m.x2mnm^h. jint/i^ amin^^^Ai^n 

Vh^^^y ^- {i^^)il'flV. CH2 C 1 2 *^^>CH2 C 1 2 0%MeOH) \zi. 

"Omm-hh. h^yx- [ ( {4 - [ (4-yn^-2-hy7;I/^n^ h^^-Aiy 

"^yxjv-fr^-jvr^j) -p<^;H -i^:?nA.df -rsy) -t-rh^i- 
^^;^;^i•-;^rsy-y^;^] -;^;p^N'sy^t-7^^;pxxx;t'*^"efecoSlfr (63mg 

.9 2%) tLTft/^fl/io 

ESI MS m/e 687/689 M + ; NMR (400 MHz , DMSO-de)^ 11.45 (s, 1 H), 8.22 (t 
, J = 5.6 Hz , 1 H), 7.97 (t, J = 5.6 Hz, 1 H). 7.99-7.79 (m, 3 H), 3.13 (t, J = 

6.4 Hz, 2 H), 2.72 (t, J = 6 Hz, 2 H), 1.70 (m, 4 H). 1.46 (s. 9 H), 1.38 (s, 9 

H), 1.31 (m, 2 H), 0.83 (m, 4 H). 

[0577] 

Xf--yrB : h5yx-4-7'n^-N- ( 4 -^^r-i''y^^/^->':?^'^,^i//^ 
y-f;^) - 2 - h y 7;i':tny Vi^y-'<.y^yx)Vt^yr^ Y-^ms^in^^^k 
Vyyx- [ ( {4 - [ (4-7•^t-2-^y7;^^^^^dfi^-^y^:■yx;^;i^rl 

)ir5.J) -yf-zL-] -^^^n^^v-zwyi^/i-'f -rsy) -t-7'h^>'X?'t,4<-/t'T 

Sy-yf-;k] -7^;kA'$yKt -yf-Zl^xXf^L- ( 5 3mg. 0. 077mmol)<7) 
. CH2 C 1 2 4'«5 0%TFA (2mL) ?§?g^Mat'3 B#^JSif ClcDSJtBiM-^fe 
^?lJiL/i« a^W:. lMi7)HClcr)Et2 O (0. 5mL) }§?g&Ja;t. icDiF^-^ft 
SrfiH-rSt. h7yX-4-7a^-N- (4-i/7-S^Vy-?^;l/-i^i?0^^^-;l/y 

^;l^) - 2 - h y 7;t/:tny b^>'-'^y-t'yx/k;J^yr S FrJ^StS^^'S-fecoEIft ( 2 
9mg, 6 8%) hLX%^tltz. 

ESI MS m/e 487/489 M (aMS) + H+ ; iH NMR (500 MHz, DMSO-dg) S 8.01 (t, J = 5. 
5 Hz, 1 H), 7.84 (m, 3 H), 7.68 (m, 1 H), 7.30 (m, 2 H), 6.85 (m, 2 H), 2.94 (t, 
J = 6.1 Hz, 2 H), 2.74 (t, J = 6.1 Hz, 2 H), 1.71 (m, 2 H), 1.31 (m, 4 H), 0.86 

(m, 4 H). 
[0578] 

mtmn3 3 2 
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H 

2 CF3CO2H 



>-;^-N4 , N4 ->^';>i-=f-;I/-N2 - {4- [ { 2- h U y )i':t'0 ^i^H-Kyi^flT 

sy) -i^i^^^^i^ji) -^±vvy-2, u^^L-^to- 



=^X-4-T<y->'i^\3^^-^y:^)Vt^ym(50s. 35 0mmo 1 ) (7). THF 
(20 0mL) fiXUlMcr)7m^t-^h'J^2>.ymM (380mL, 380mmo 1 ) c^J 
COmmiZ^ (Boc)20(83. 5g. 360mmol) ^Jpi./c. LC^MH-U^'^^ 

migTimmmnt. mmtfz. m^mo^az^^mt. ^v-^t. im(=dhci (ph= 
3) x-m^-ituz. ^tf-zQ-^comm^ML. yi^axv^^^^y-cm't^k. 'yx- 

A-t-irYe^=yti}Vt^=^)VTiy->'9X3^^^yti)Vt^yW. (7 1g. 8 3%) 30^6 

ESI MS m/e 244 M + ; iR NMR (400 MHz, l)MSII-d,)r; 1:^.00 (brs, 1 II), 6.74 (d, .1 
= 4.25, 1 H), 3.30 (brs, 1 H) , 2.35 (m, 1 H) , 1.87 (111, 2 H) , 1.55-1.37 (ni, 15 H 
). 



)VJiXT)Vay^^ 

S^X-4-t-7>=3r>';^;ktC-;k7Sy->'^'n^^^fyX?;PtC>'Bi (68. Og, 
2 8 0mmo 1 ) j:t^> Ux-f ;t/T5 > (3 1. Ig, 3 0 7mmo 1 ) ^7)0^^?^® 
LfzTWF {300ml.) mmz, ^' n n ^fMx^yK 2 9 . 3mL, 308nimol) 
^mwLfz. 0'C'Z-3 0^mmLfzmz. 2 5%T>'t-r7i<?§M(16 8mL) &s 

tz (30) . ^h^tz-^^iim^a^^cosimm. imcohcu yyAyHiiU 
AccmL. Na2 S o 4 rait. 'mttb. i^x- {A-i]}V)<.^A 

)V-iy^u^^l^}V) -i])V)-\^yW^-^&)V:siXn-)V {^2. Og, 88%)*i&fe 

ESI MS m/e 243 M + ; iR NMR (400 MHz, DMSO-de)^ 7.10 (brs, 1 H), 6.69 (b, 2 
H), 3.41 (brs, 1 H), 2.14 (m, 1 H), 1.79 (m, 2 H), 1.59 (m, 2 H), 1.45-1.37 (m, 
13 H). 
[0581] 

Xf^/yC : v-;^.-4-TSy-i^^5'^^^^^y;^^;^#>ilT5 KiSMiScO-^JiiS 

iyX- {A-ii}V)<.^A)V-iy9vt^^'yiV) -ii)V)<.'^ym.t-y'^}V:siXn-)V (6 
2g, 256mmol)c7)CH2Cl2 (250mL) \Wz^ TFA (250mL) ^ 

ML. Mw^m^Mi^'i:mmmy^fz. ^co^-^^^^-l^ EtjO (isomL 

) 4'<7)2M(^HC l^jDiSfc. ^^(^'Mi&tm^Kfz. ^(nm^^m^m-hh. 
X-A~T^y~ly9u^^-^yi})Vif^ymT^¥^WM (4 5g. 98%) ^^fifetOllI 

ESI MS m/e 143 M (KilS) + H+ ; iH NMR (400 MHz, DMS0-dB)5- 8.08 (m, 3 H), 7.28 

(s, 1 H), 6.78 (s, 1 H), 3.10 (m, 1 H), 2.24 (m, 1 H), 1.90 (m, 2 H), 1.66 (m, 
4 H), 1.50 (m, 2 H). 



[0579] 



[0580] 
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[0582] 

rSy (3 1. 0 5g. ISOmmo \ ) }5^t/>X-4-riy-'^^n^^^y)fl!V 
t^ymr^Ymmi^ (2 6. 7g, l 5 Ommo l ) cOtUi/y ( l SOmD 

IgftNaHCOg 7]<?§ST»L. 7j<ji^CH2 C 1 2 T'tttHL/i^ ^ffiii^Na2 SO 

CH2 C 1 2 t1'c7)2%*^i;>l 0%<7)2Mi7)NH3 /Me OH) I: j; DWi^t-^ i: . 
i^lSI#:*^'f#'?>tL. ^Oia#:^CH2 C 1 2 *^tB*SB^B§-ltS t . (4-i^'7^ 

;t/7S/-^'^y'Uy-2--f;l'TSy ) ?n^i-ff > ;^;L ,t:>ISTS K (20. 6 
S . 4 4%) ^m^c^mSi tlX^h ilfz . 

ESI MS m/e 314 M + ; NMR (400 MHz, DMSO-de)^ 8.19 (brs, 1 H), 8.15 (d, J 
= 8.4 Hz, 1 H), 7.77 (t, J = 8.0 Hz, 1 H), 7.42 (d, J = 7.2 Hz, 1 H), 7.35 (t, J 

= 8.4 Hz, 1 H), 7.21 (s, 1 H) , 6.74 (s, 1 H), 4.12 (m, 1 H), 3.46 (m. 6 H) . 2.2 
4 (m, 1 H), 1.79-1.61 (m, 8 H) . 

[0583] 

X^yTE : i^X-NS - { 4-7 S. 7 :<i~/l-ly9n^^iyH) -N4 , N4 -iy 

y^;^-^^v••uy-2, 4~'JT^ycr)-^& 
i,x-4- {4-Vy>^&]vr^j-^^v''}y~2-A)vriJ) -'y^^^^^yij 

)VTf^yWr^Y (18. 78g. 60mmol) (7)THF (20 0mL) mW.l>Z. 1 M(7) 
BH3 <7)THF5§?g (BOOmL. BOOmmo 1 ) ^Mttz. ic^ii-^SrJim: 2 

mmmnLfz. ^cow^-^m^o-az^^^Ltzmz. EtoAc (loomD ^(D4 

W<r)\-\C IhiiXfUeOW (200mL) SrJ[Ii.Jt. ^KT^Wi^^imBLtz . ^LCO^,-^'^ 

mi-v')^2^ix-mm^^. mmL. ^^A^p^h^'-^y^- (^u;i?y/k chj c 

1 2 ^JCOl 0%(7)2M<PONH3 /MeOH) \iZX^mU^tb. i^X-NS - (4-TS 
J^i-)V-i^9r3^^iy)V) -N4 , N4 -i;^^;l^-df-^-Vyy-2, 4-i-'r5y*^ 

(10. 6 g. 5 9%) t tT#<^^l/i« 
ESI MS m/e 300 M + ; iH NMR (400 MHz, DMSO-dg).? 7.84 (d, J = 8.4 Hz, 1 H) , 7 
.46 (t, J = 6.8 Hz, 1 H), 7.26 (d, J = 8.4 Hz, 1 H) , 6.99 (t, J = 6.8 Hz, 1 H), 
6.28 (brs, 1 H), 4.02 (m, 1 H) , 3.19 (m, 6 H), 2.47 (d, J = 6.8 Hz, 2 H), 2.73 ( 
m 2 H), 1.68-1.33 (m, 9 H). 

[0584] 

XT-/r¥ : iyX-m , N4 -i/'^^;P-N2 - {4 - [ ( 2 - h U 7;P>rn;<^ 
;^-^yi>■;^r5y) -^i-YUy-2, 4-=Jr^y- 

i-y-N2 - (4-TSyy^;I/-i-^n^:3ry;I/) -N^ , -^-^V" 
yy-2, 4->>'rSy ( 3 3mg, O. l Immo \ ) iiXt/2-h'J7/l':^n^^/]^ 
<yXT;kTtH (17.4 Img, 0. Immo 1 ) COMeOH (ImL) mW.^^^ 
XSmrSmWLfz. Z<^M''M¥Z^ NaBH (OAc) 3 (85mg. 0. 4mmo 1 ) 

Mso-cms-i:. mmmmnpi.ci^zx'ommLfz. nmj:^m^^h^. m^^m 

t&t, iyX-N'i , N4 -i^-y^;^-N2 - {4- [ ( 2 - h U 7/t/>rny ^yl—Ky 
iy/irS.y) -^f-Jll ->'^nA,df>/L ; -^-rVO y-2. 4 -v'T 5 y— h U 7/1/ 

yfnmmi^ (4 1 . 4mg. 6 0%) v'^Q-^-zmi-^t ixn^Jifz. 

ESI MS m/e 458 M (j®^) + H+ ; iH NMR (400 MHz, DMSO-ds)^- 13.12 (brs, 1 H) , 8 
.94 (b, 2 H), 8.65 (d, J = 6.8 Hz, 1 H), 8.16 (d, J = 8.8 Hz, 1 H), 7.77-7.66 (m 
, 5 H), 7.41 (d, J = 8.4 Hz, 1 H), 7.35 (t, J = 8 Hz, 1 H), 4.22 (s, 2 H), 4.17 
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(m, 1 H), 3.46 (b, 6 H) , 2.94 (m, 2 H) , 1.87-1.44 (m, 9 H). 
[0585] 

mmm23 3 3 




CF3CO2H 



y-3-;;?;k4<yi^ [4- (4-i^x^;j/Tsy-^^y'uy-2— f;i/Tsy) -^-^5' 

n^^;/;k;<^;l/] -T5 K h U 7;l^:tnplt*S<50-^^ 

||fS<^j2 3 3 2i7)Xf->>'TEt1f4,il/ti/X-N2 - {A-T J :><i-}V-i^-yxi^^ 
i^JV) -N4 , N4 -i^-;<^;t/-dr-^yyy-2, 4 -i^'TS V ( 3 0 m g . 0. 1mm 

o 1 ) , 5- {A-'pu^-y^-iv) -2-V^)y)V:^u^^)V-yyy-3-mmt 

ifi!l(37mg, 0. 12mmol) J;tJ«'b°U i^'y (12/iL, 0. 1 5mmo 1 ) COD 
MF (0. 5ml.) mm&mMi'^-W^Lfz. ^ttzm-^^DMSO (O. SmD 

. (4-^nn-7x-;k) - 2 - h U 7;l'34-ny^;P-77y- 3 

>-K[4- (4-i>■y^;^TS7-=3r-^y■'Jy-2--^;^r$y ) -i/^pA,dfi.;^;<^ 

;H -rS K^U7;^^P@^@g^g { 1 7. 5mg. 2 6%) *iefe<7)i]#:i:L-Ct#^>tL/S 

ESI MS m/e 572 M (^SfS) + ; NMR (400 MHz, DMS0-d5)(? 12.30 (brs, 1 H) , 8 
.65 (t, J = 6.8 Hz, 1 H), 8.19 (brs, 1 H), 8.14 (d, J = 8.0 Hz, 1 H), 7.83-7.30 

(m, 8 H), 4.1 (m, 1 H), 3.46 (b, 6 H), 3.09 (m, 2 H), 1.77-1.38 (m, 9 H). 

[0587] 

mm233A 



-yX-n- [4- {A--Jy>.^)Vr^J-^i-V^)y-2-A}VriJ) -iy-^u^^ 
i^fV^ - 3, 4, h^iy-KyXr 5 K b U yfl^nmmU 



X-f-yTA: yx-N- [4- ( 4 -i-V f-Zt-T 5 y-^-t-VU 2 — <;l/r 5 7 
) -^-yn^^i^/l-y^/k] -3, 4, 5-bUy b^>'-<yXT5KbU7;l/:tnp 

HOBt-6-;?^;t-4^'dfif7>5 F;^f-;lx4^y xf-l^y 2 0 0-4 0 Oy -/ i/ji. (7 7m 



[0586] 




CF3CO2H 



[0588] 
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0. lmmol)tC. 0. 3M<P0PyBr oPtODMFJtiS ( ImL. 0. 3mmo 

1 ) . 3, 4, 5-by^b^i^^S#K (6 3mg. 0. 3mmo 1 ) fcJ;Z>V-f VT 
ntVt^X-f;l/T5y (85//L. 0. 5mmol) iMltz. i<7)?M-^!|%2r^fif5l^|^ 

JIfftfCo DMF (30) . CHj C 1 2 (30) . MeOH (30) , C 

H2CI2 (20) Jiit/'DMF (20) T-i5t?f L/i. ZC^M^^Z^ DMF (0. 5mL 
) tt5<7)Mfi^J2 3 3 2c7)XT-y7°E-Cl#^>ix/::i^-X-N2 - ( 4 -TS 7 i^^ n 
A,^^';!/) -N4 , N4 -i/-;<^;l/-^^y'ijy-2, 4 -i^T 5 > ( 2 8 m g . 0. 0 
9mmo 1 ) ^Mi. Z(DM^'>^i:miS,T~WS.nLtz. tfjii^riiL. DMSOO. 5 
mL■C•St^fUc (20) . ^h^tfMi. ^ffiHPLCtj;'9»^LJt. liE^K^^^HS 

^h^. ^mmi-it. i^x-N- [4 - (4->'';<^;i'rsy-^-^-y'y>'-2-^ 

;l/rsy) -£/:?'nAdr5/;l^^^;H -3, 4. 5 - h bdri/-<yXr S F b U 7 
;t/;tnif^Kig ( 7 . 4mg, 1 2%) ij^^^comi^t ixni^tifz. 
ESI MS m/e 494 M {»M) + ; NMR (400 MHz, DMSO-dg) 12.25 (brs, 1 H) , 8 
.45 (t. J = 5.6 Hz, 1 H), 8.17 (brs, 1 H), 8.14 (d, J = 8.0 Hz, 1 H), 7.76 (t, J 
= 8.4 Hz, 1 H), 7.42 (d, J = 7.2 Hz, 1 H), 7.34 (t, J = 7.6 Hz, 1 H), 7.15 (s, 

2 H), 4.13 (m, 1 H), 3.44 (s, 3 H), 3.39 (s, 3 H), 3.20 (m, 2 H), 1.77-1.37 (m, 
9 H). 

[0589] 

[^1:275] 




t"7x-;P-4-;j!?;t'^y^ {4- [ {4-'J:?(i~)Vr^J-^i''/Uy-2-^>vr 

sy ) -y^;H -7x~;H r$ F 

[0590] 

x-f'7 7°A: 4- {T^y-^yJ^l) -:^;W^'5>'St-7"f-;^x;^■r/^c7)■^l^ 
4-rSy.X^;^-7x-;t^rS>' (1 2. 2g. l OOmmo n iJj;!/^ (Boc ) 
2 0(21. 8g. 1 OOmmo 1 ) iOCHg C 1 2 ( 1 OOmL) mm^^^T-^m 

nifz.. :icoM^^^mmi. S^a^*7Aynvh^'-57^- (^-y^^Vt^. CH2 
C 1 2 *^i^CH2 C 1 2 0%MeOH) ^zX^Wmt^b. 4- (TSy—^y^-^ 

;t^) -AO-rs^ymt -7>;t^xx-r;l^ (11. 6 g. 5 2%) mm^com\-^t IX% 

ESI MS m/e 223 M + H+ ; iH NMR (400 MHz, DMS0-ds)5 7.27 (t, J = 6.0 Hz, 1 H) , 6 
.86 (d, J = 8.0 Hz, 2 H), 6.47 (d, J = 6.4 Hz, 2 H) , 4.89 (s, 2 H), 3.91 (d, J = 

6.0 Hz, 2 H), 1.39 (s, 9 H). 

[0591] 

X-f-yTB : f7x~;L'-4-^;k;ii>St ( 4 -T 5 7^-^ ;l^-7x-;lx) -r5 F 

4- (r^y-^yi^/i^) -x?;t/^^'5yKt-7'-?^;i'XXx/t' ( i . iig, smmo 

1 ) , \i'7x.=~)Vfl)W^yW. (0. 99g. 5mmol).EDC(l. 2g, 6. 25 
mmo 1 ) tiit/'HOAt (0. 82g. 6mmo 1 ) <7)CH2 CI 2 ( 1 OmL) mW. 

[z. Fux^;prsy (pH=io) ^Mt. z<nu-^^^ms,x—wmfLfz. 
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rjiL. mmLfz. m^m^CH^ c i 2 41^05 0%tfa ( 1 OmD l,zmi}^L. 

7^/^i-/]^-y.x.-fV) -TS KiSKfg (828mg. 4 9%) timi^tlfz. 
ESI MS m/e 303 M {jtW + H+ ; iH NMR (400 MHz, DMSO-ds)^- 10.40 (s, 1 H) , 8.3 
4 (b, 3 H), 8.07 (d, J = 8.0 Hz, 2 H), 7.83-7.73 (m, 6 H), 7.51-7.38 (m, 5 H), 4 
.00 (q , J = 5.6 Hz, 2 H). 
[0592] 

XT^yTC : h'y:s:-Jl-4-it/Jl't^ym {4 - [ ( 4 -i->'.X^;l'TS y-^:^y■ U 

^fft^Jlo^x-yrBT-ffJ^fLit (2-^nn-^^y'yy-4-'f/l') -i-V^/P- 

TS>'(42mg. 0. 2mmo 1 ) fcJ;lK-f7x-;!.- 1 t^'/L H^>|g ( 4 -TS 7;^ 
7x-;t/) -r S FJgMtg { 4 9 m g . 0 . 1 4 rn n, o I ) >V^.'>>r'S 2 -Tn^ty 

-;K 1 mL) j;Ui> yx^;kTS y ( 2 0 0// L ) tti<?J?I-6^ftS:3iiITt:2 HHjif* 
ii>CH2 C 1 2 ^1^01 0%i7)2MONH3/MeOH) t^J: OfflS^TS t . fyx-Zt— 

4-^;Pd^>K {4 - [ (4-i^"y^/i.T5y-:3r-t-y'Jy-2--f/L'T5y) -y^;i- 

] -7x-;l/} "75 F ( 1 Omg, 1 3"„) ^'U EC7.)E]f+i; LTt#^.fL/i, 
ESI MS m/e 474 M + ; iH NMR (400 MHz, DMSu-dg)5 10.19 (s, 1 H), 8.02 (d, J = 
7.2 Hz, 2 H), 7.86 (d, J = 8.4 Hz, 1 H), 7.80 (d, J = 8.4 Hz, 2 H), 7.73 (d, J 
= 7.2 Hz, 2 H), 7.68 (d, J = 7.6 Hz, 2 H), 7.50-7.15 (in, 8 H), 7.01 (t, J = 8.4 
Hz, 1 H), 4.51 (d, J = 6.4 Hz, 2 H), 3.30 (s, 3 H) , 3.20 (s, 3 H). 
[0593] 

mmm233 6 

[-(1276] 




2 CF3CO2H 



i^x-N2 - {4 - [2- (4-yn^r-2-hUy;l/3j-n;^h^>'— ^yi-Vl-rsy 
) -x^;k] -N^ , -=J^i-jl-^i-Y^jy-2 , 4-i-'7S 

y^b vy/i-^trimmi^ 

[0594] 

yr-zTA: ^y- [4- ( 2-^yyVb^:3ry;<';P'i<-/prsy-x^,/b) -yy 
yy- [4- (2-TSy-x^;k) -yynA.:3fy;H -x^yw^'syKt -y^/kx 

yx;^(4. 84 g, 2 Ommo l ) <7)CH2 C l 2 (5 0mL) i^i;t^>yx^;l/rS 
y (3. 0 6mL. 2 2mmo 1 ) m&i,Z. ^'nn^K^yi^/t- (3. 1 3mL. 2 2m 
mo 1 ) ^jD;t. Z(7)^t-^^:4mmmnLfz. ^titil^Sr*. IMCOUC lyium 

T»L. Na2 so4±T«§ii:. r^iL. mmttz. asti^^yi^ynvbyy 
y ^- (yy^yVL-, cHj c 1 2 *^^.ch2 c 1 2 41^01 o%MeOH) t^iofts-t 
i>i:, yy- [4- (2-^yy;i/>r^yx?;i'4-^-;i^r5y-x^;t') -yyn^Jfy/p 

] -:^JW^^ y@tt -yf-;PXXr/l- ( 5 . 4 6 g . 7 3%) ^^^(^^-f )Vb LXnh 
fitz. 

ESI MS m/e 377 M + H+ ; iH NMR (400 MHz, DMSO-ds)^ 7.36-7.24 (m, 5 H), 7.19 (t, 
J = 5.6 Hz, 1 H), 6.76 (d, J = 6.8 Hz, 1 H), 4.91 (s, 2 H), 3.40 (m, 1 H), 2.99 
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(m, 2 H), 1.44-1.33 (m, 20H). 
[0595] 

Xr-yTB : i^X- [2- ( 4 -T 5 y->'^'n'\^>-;t-) -x^/H 

[4- ( 2-^y^v^^^>'^/^4^-;^rsy-x^;^) - 

^;W^SySt-7--?-;kx;^r;l- { 5. 26g. l 4mmo l ) C?). CHj c l 2 tf^OS 

o%TFA (6 0mL) 1 B#[igjijf L/i„ ii?)?i-^!ii!j&iiffiL. m^m^m 

ftNaHCOg 7K?§?«T-#?RLfc„ 7j<ji^CH2 C 1 2 T'ttttiL/; (30) „ *lDi&N 
a2 S04±m^§-ti:. im-rst. S^X- [2 - (4-TSy->'^'n'^:Jfi^;l') - 
x^;l/] yK^yi^Vt-xxr/l^ ( 3 . 5 g. 9 1%) if^<^t^}Vh LX% 

ESI MS m/e 277 M + ; iH NMR (400 MHz, DMSO-dg) (3- 7.72 (b, 2 H), 7.34-7.27 (m, 
5 H), 7.21 (t, J = 5.2 Hz, 1 H) , 4.97 (s, 2 H), 3.14 (m, 1 H), 2.99 (q, J = 6.4 
Hz, 2 H), 1.58-1.34 (m, 11 H). 
[0596] 

x^yTC: i^x- {2- [4- ( 4 -i/Vf-;ur 5 y-^-fv; y- 2 — f /l-T S 

y) -i/^nA,:Sri^;t/] -x^;i. } yi^Kyi^Vkxxf-^l/iO-^^ 

HftW 1 iO;^ T -y 7° B T1# h ixfz {2-9\iu-^-f-V^)y-A-A)V)-i^^^)V- 
r^y (2. 45g. 10. 2mmo 1 ) iillfl^X- [2- ( 4 -T5 y->'^'n^^ 
i^;l/) -X^;t/] -^71-^5 yig<yy;l/XXrj'l' (3. 3g. lO. 2mmo 1 ) iJi 
t/;>iJX^;l/rSy ( 1 . 6 5mL, 10. 2 mm o 1 ) ;^)^ii>^|> 2 -rn^V-;!^ ( 1 
5mL) l^cDit^t-n-ftSr, ■ ^ x.—y'-^^W. (Smith Microwave Synthesi 

zer) ^mmLX. 1 7 0°CT'4 S^^JPiiLJt. >IcOii^!||!I&jiffiL. 

{i^^)i3yjV. CH2 C 1 2 J&^^)CH2 C 1 2 1 0%(7)2Mi^NH 

3 /MeOH) tJ;Dffl^-rsfc. { 2- [4- ( 4 -j/'^ ^^i/TS y-^-^y'u ^ 
-2-^;^rsy) -^^^'n^df.^/j^] -x^;i/} -;i/;t'>'N'SyS^yi;;l^x;?.T;t' (4 
. 4 8 g . 8 5%) A^ISfecT)* >f /L-t LX%Mz . 

ESI MS m/e 448 M + H+ ; iH NMR (400 MHz, DMSO-de)^- 8.07-7.20 (m, 11 H), 4.98 (s 
. 2 H), 4.08 (m, 1 H), 3.39 (b, 6 H), 3.04 (m, 2 H) , 1.70-1.30 (m, 11 H). 
[0597] 

Xrv7°D : - [4- ( 2 -T 5 7 -X^/l-) -ly^U^^i/fV^ -N4 

, N4 -^■^^/^-df-^yijy-2, 4-xrsyco^ij!c 

'yX [2- [4- (4-i^'y-f;t-T5 7-^-fy'Uy-2--f,;l-T5 7) -i^yn^^ 
-X^;K yig^yi^'/UXXr;!^ (4. 4 7 s. 1 Ommo I ) c7)E t 

OH (20mL) 'MMZ. 1, 4 ->^y nA.^-9-i;xy (20mL) fcJ:l/'10%Pd/ 

C2 0 omg^jD;t^:o ^(^u.m.-^'kmBLX' I smmw^L. -t7-f Hrrji 

JSIIL/^Co ^Wil^J^^i^^Ai^n^h^^y^- (i^>J;^^>, CH2 C 1 2 4'i^5% 

t^^l 5%02Mi?)NH3 /MeOH) K i l?!!®^!- 1 . >-y-N2 - [4 - (2-r 
5y-x^;k) -i/yn^^^-ik] -N4 , N4 - iy yi^)V-^i-V^J y- 2 , A--JT 

sy(2. 4ig. 71%) -hm^m-iivtLxniofitz. 

ESI MS m/e 314 M + ; iH NMR (400 MHz, DMSO-dg) <3- 7.82 (d, J = 8.0 Hz, 1 H), 7. 
44 (t, J = 6.8 Hz, 1 H), 7.27 (d, J = 8.0 Hz, 1 H), 6.97 (t, J = 6.8 Hz, 1 H), 6 
.31 (brs, 1 H), 3.97 (m, 1 H) , 3.37 (b, 2 H), 3.17 (s, 3), 3.14 (s, 3 H), 2.62 
(t, J = 7.6 Hz, 2 H), 1.68-1.31 (m, 11 H). 
[0598] 

y-f-yTE : >'X-N2 - {4- [2- ( 4 -T^nt- 2 - h U 7/k^n^ h^i/- 
KyiyjVT^/) -X^;k] -iy9u^^iy)V) -N4 , ^'i -iy^^)V-^-^V^)y- 

2, 4 - 5 y / b 'J y)Vytumm&<n^^ 

iyX-n-^ - [4- (2-rSy-Xf-;k) -i^ynA.dr>-/p.] -N4 , N4 -i/yf- 
;^-^:^y"'Jy-2, 4->''TSy(3 1. 4mg. 0. Immo 1 ) iJj:I/4-7'n^ 



(7 63) 



!^lfH2004-315511 (P2004-315511A) 



-2-bU7;t/;tn;^b^i^A:.yXT;l'TtK (2 6. 9mg. 0. lmmol)cOMe 
OH ilmL) mm^mm-mtfLfz. 3mmm. NaBH{0Ac)3 (SSmg. 0 
. 4mmo 1 ) iMl. ^tfz^-^^i:m&X'-^mnLtz. KSB^-^m^. Tktfc^S 0 

%DMso (2mL) "c^ih § lirj^c , zcoM^m^mmt. MmPl.cizx'ommLfz 
. im^x6i-mi^^h^. m^mmtit. - {4 - [2 - {4-7-^^-2- 

hU7;l/;rn^ N^i^-^yi^Vl/T^y ) -x^;k] -iy^n^^-^jl-} -N4 , n4 - 
i^^i-JV-^i-V'Vy-2, 4-i^T^y^h'JyfV'^nmmi^ (3 2. 2ms. 4 1% 

) m-&comi^b ixm^tLfz. 

ESI MS m/e 566/568 M {MiM} + H^; NMR (400 MHz, DMSO-de)^ 12.76 (brs, 1 H) 

, 8.81 (b, 2 H), 8.43 (m, 1 H) , 8.09 (d, J = 8.4 Hz, 1 H), 7.71-7.56 (m, 4 H), 7 

.35 (d, J = 8.0 Hz, 1 H), 7.29 (t, J = 8.0 Hz, 1 H) , 4.15 (m, 3 H), 3.39 (m, 6 H 

), 2.97 (m, 2 H), 1.67-1.30 (m, 11 H). 
[0599] 

mmm23 37 



{2- [4- {4--JA^}VT^J-^^Y^}y-2- 



XTyyA: iyX-2, e-i^^UU-n- [2- 14- {4-iy?^f-)VTZ/-^ 
i-Y^)y-2-A ivr^J) -i^^nA,dfi^;H -xf-;H -KyXriYY^}yiV:^u 

^X-N2 - [4- (2-rSy-X^;l^) -i^^u^^i^JV^ -N4 , -^Jji^ 
;^-df-^V•■yy-2, 4-i>'rSy(3 1. 4mg. O. \mmo \) iii:Xfm\:2. 6 
-i^9rtuKyVA )\/ {20 . 7mg,, 0. 1 mm o 1 ) «DMF ( 0 . 5mL)MI(C 
, hyx^/l^rSy (2 0;-/L„ O. 14mmo 1 ) ^Mltz. C:<7)jM^%^S}St-6B# 
rBl«ffL/-cftt;. DMSO (0. 5mL) ^Mt. Ic^^M-^iftl^MXH P L C (C J; OftS 
L^Co mW'^s-'jfm^^h^ . 'm^^m-ht. ^X-2, 6->=':?nn-N- {2- [4 
- (4->>><^;l/75y-^i-y'Uy-2--<;krsy) -^-^n-^df-;^;!^] -xf-/H 

-^yxr^YV'jymum^iii . 6mg. 29%) jS^efec^Elf^st tT#^>tL 

ESI MS m/e 486 M (®ilM) + H+ ; iR NMR (400 MHz, DMSO-dg) 11.93 (brs, 1 H) , 8. 
26 (t, J = 5.2 Hz, 1 H), 8.14 (d, J = 8.0 Hz, 1 H), 7.95 (brs, 1 H) , 7.76 (t, J 
= 8.4 Hz, 1 H), 7.52-7.31 (m, 5 H), 4.15 (m, 1 H), 3.45 (b, 6 H), 3.29 (m, 2 H), 

1.76-1.31 (m, 11 H). 

[0601] 

^Jft«2 3 38 




H 



CF3CO2H 



[0600] 
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2 CF3CO2H 



[0602] 

mmm2 3 3 2i^xf--/rBTl#i^tL5t>'X- (4-;^;WN'^>f;I/-i^^n^dr^';l^) 

'n5 >|tt -7>;kx 7.r;t ( 9 . 6 8 g. 4 Ommo 1 ) (7)THF ( 1 0 OmL 
) THFi|it')l M£7.)BH. (SOmL, SOmmo 1 ) *r 3 0 5]-*4tT JUt/i , 

(2I1I) . WSW&SEK-fbU'^Ai-C^^S-tJr. MffiTt:iiffi-ri.t. v-X- (4- 

. log. 5 7%) tLT#Aii/c.. 

ESI MS m/e 229 M + NMR (400 MHz, DMSO-dg) .5 6.67 (d, J = 6.8 Hz, 1 H). 3. 

43 (m, 1 H), 2.41 (d. J = 6.4 Hz. 2 H) 1.49-1.22 (m, 18 H). 
[0603] 

Xx^yTB : iyX- {4 - [ {A-Vy<^)Vr^J-^i-y^)y-2-^)VriJ) 

^^x- (4-7Sy^^;t^-;^^n^^i';k) -;??;WN'syait-7'^;i^xxT;t^ ( i 
. 14g, 5mmo 1 ) ,. ^fSMli?):^T'yrBf1#^.il/i (2-^^^-^^v•'yy- 
4-'1';^) -i^'j^f-zL—rs y (1 . 0 3 5g, 5mmo 1) fcj;t«> ijxf-yt,r5> ( 
1. 5mL. 1 Immo 1 ) *>/i^rl. 2 -rpyV-^K 2. 5 mL) fpC0iU.-^mt: . X 
SX ■ ^'n'>x-7''-^Jtga&1£fflLT. 1 7 0°Ct'3 5ii-raML!^c„ icoiM^ft 
&?iliL, m^m^:^yJ^i^V3'?hyyy ^~ (i-UX7^VK CHj C 1 2 >ii^^>CH2 C 
1 2 c^'C^l 0%c02Mi?)NH3 /MeOH) t j; iQMM-t-g. t . i^X- {4- [ (4-'J 

^-f;t^rsy-^-ty"uy-2--f/i'r5y) ->'^'a^=3f>'K 
ymt -y'i~)VJix^)V (i . 2 s g. 8 0%) t^^^mi^b Lx%(^fLtz. 

ESI MS m/e 400 M + H+ ; iH NMR (400 MHz, DMSO-dg) d 8.04-7.06 (m, 4 H), 6.77 (d, 
J = 6.0 Hz, 1 H), 3.4(^3.16 (m, 9 H), 1.70-1.37 (m, 18 H). 
[0604] 

XT^yrC : v-X-NS - {A-r^/-i^9u^^i/)]/^i~)V) -N4 , -i^ 

y^;i/-^-^yyy-2, A-i^r^ycn^^ 

'y7.- \A- [ (4->^'yf-;i'rsy-^^y'y y-2-^/p-r5./) -yf-;v] 

ynA.df>-;i^} -;j^;t^A'5y|tt-r-f;I/XXx/t' ( 1. 2g. 3mmo 1 ) cT). CH2 
Cl2^t0 50%TFA(20mL) JtyS^SfflT-jlff t3t„ 3 O^H*. ^tOi^^f^ft^il 

ffiL, a®!il&lM^ota^□*K^^::^^y'>A7J^^^t■C'#f?Uc„ CH2 C 1 2 

tttHt^ (20) „ -^^b-iir/i^rei&Nas so^ix'W^^^. r^iL. f^-rst. 

i^X-N2 - {A-Tiy->'9xi'\.^iy)V:^^)V) -N* , -lx';>{^;^-^-^V■■|J 
y-2, A--Jr^y {0. SSg. 9 8%) *^&fei?)iaf*;t U-C#^>tl/t„ 
ESI MS m/e 300 M + H^ ; iH NMR (400 MHz, DMSO-dg) d 7.85 (d, J = 7.6 Hz, 1 H), 7. 
47 (t , J = 6.8 Hz, 1 H), 7.27 (brs, 1 H), 7.0 (t, J = 7.2 Hz, 1 H), 6.66 (brs. 
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1 H), 3.33-3.14 (m, 9 H), 1.69-1.48 (m, 9 H). 
[0605] 

Xr-yTD : i^X-N^ - [4- i 2-X.h^zy-^y'J>Vr J ) -iy^n^^i^ 

yy-2, 4-^75^ (3 Omg. 0. Immo \ ) i5XZ/2~J:h^i^^yXTfVf 
hH ( 1 5mg. 0. Immo 1 ) <7)MeOH { ImL) mm^M^X'imLfz. 

NaBH (OAc ) 3 (85mg. 0. 4mmo 1 ) ^Mt. Ci^li^if^J^MiSl?- 
WmLfz. ^t3t?I-^&*4'<7)5 0%DMSO (2mL) "Cm^-fr. 5^&MXH 

PLc^zx'owmLfz. m^^xm^^h^. m^^m^^t. i^x-N^ - [4- (2 
Yvy-2. A-'jr^y-hvyfV^uwmosms. 50%) ti^&^comi^tLx 

ESI MS m/e 434 M (jS^) + H+ ; iH NMR (400 MHz, DMSO-dg) S 13.03 (brs, 1 H), 8 
.79 (brs, 1 H), 8.49 (m, 2 H), 8.15 (d, J = 8.4 Hz, 1 H), 7.77 (t, J = 7.6 Hz, 1 

H), 7.40-7.33 (m, 4 H), 7.07 (d, J = 7.6 Hz, 1 H), 6.99 (t, J = 7.2 Hz, 1 H), 4 
.11-4.06 (m, 4 H), 3.47-3.41 (m, 8 H), 3.15 (m, 1 H), 1.90-1.60 (m, 9 H), 1.37 ( 
t, J = 7.2 Hz, 3 H). 

[0606] 

llffi^J2339 
[-(1:279] 



'^X-3, 5-'J^un-N- {4- [ (4-i/^f-;kr5y-^-t-yyy-2->f/p 



uy-2— <;t/TSy) -iy^u^^i^fu) -KyXT^^hVyjutumm 

>^X-N2 - {4-T^y-i^'?V3^^iy)Vyi-)l) -N4 , N4 -i^-A-f-ll—^i-Y 
Uy-2, 4-i^'TSy ( 3 Omg, 0 . 1 mm o 1 ) jo i^S-ftS , 5-'J^uviKy 
YA)V (20. 9mg. 0. Immo 1 ) fcj;lfb°yi/"y ( 1 2//L. 0. 25mmo 1 
) tODMSO (ImL) ?m^S?S-C-W¥L/i, i^^M^ft^^JRHP LCfc 1 ^)ffl 
WkLtz. nWj:'^m^^h^. mmm-th. i^X-3, S-i^^un-n- {4- [ 

{A-=jyi-)vr^/-^i-v"^)y-2--^)vr^./) -y^n-N-^Mt/} - 

<yXT5 KbU7;I/:tnpKt^ ( 1 8mg. 3 1 °by f^'^^c/MW-t LX'iki>,fltz, 
ESI MS m/e 472 M (jSlfM) + H+ ; iH NMR (400 MHz, DMSO-dg) (J 12.13 (brs, 1 H), 8. 
34 (d, J = 7.2 Hz, 1 H), 8.15 (d, J = 8.8 Hz, 1 H), 8.06 (brs, 1 H), 7.82-7.73 ( 
m, 4 H), 7.45 (d, J = 7.6 Hz, 1 H), 7.36 (t, J = 7.6 Hz, 1 H), 3.9 (m, 1 H), 3. 
47-3.25 (m, 8 H), 1.83-1.56 (m, 9 H). 
[0608] 




[0607] 
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H 

2 CF3CO2H 



hyyx-N2 - {4- [ (2, S-'J^ih^i^-KyJli^T^y) -^^i-JV^ -i^^ 
[0609] 

m^^'^-<^M^fltziyi[^^y ( 2 5 U ni 1 ) i5i^V^^ ( 2 0 OmL) ;^)^ A. ^: |> ilM^ 
4'i0b5yx-4-rSy-^-^n'\^tfy;^;Ui^>^ (3 7. 7g. 0. 24mmol 
Xomm^Z^ IMtOTKig'ft^bU'^ATKs^ ( 1 0. 0 7g. 0. 2 5mol)fcj;V( 

Boc)20(57. 6g. 0. 26moi) ^Mttz, ^(DKmu-^mi'mrmnL 

( 30) o ym'&ym^'Z-imL. l Mcohc l «I ( p H= 2 ) T«{tL. ^t/i 

Vyyx-A- (t-7■■^•^^^y^d^■-/^rsy-y^/^ 

) -i/^n^^tfy^Jr^k^-^ygt (4 7. 4g. 76. 8%) LTtf^^t/i 

ESI MS m/e 258 M + ; iH NMR (400 MHz, CDClg)-? 11.95 (brs, 1 H), 6.79 (t, J = 
6.0 Hz, 1 H), 2.76 (t, J = 6.0 Hz, 2 H), 2.11 (m, 1 H), 1.87 (m, 2 H), 1.69 (m, 
2 H), 1.36 (s, 9 H), 1.27 (m, 3 H), 0.90 (m. 2 H). 
[0610] 

XrvTB : hyyx- [4- {t - 7'h^> :^ !V^^-)VT ^ y -:^i-}V) -'y^u 

hyyx-4- (t-y'h^>':^fVt^-}\^T^y-^i-)V) -i/^xi^^^ytJVif^y 

K(46. 9g. 0. 1 8mo 1) (JO^y-fe'y (3 OOmL) iijSt::. hUX^;l^TS>' 

(24. 2g, 0. 2Amo\) iii.tfri/\tlyy^-}V^^y^^^'}}V {5 5. 9g, 0. 

2 0mo 1 ) ^nuz,. K'sw^^^^^^d'cx-mwrn^^^fz.. ^laM^M^'^^yv^vT 

;t/3-;t/{25. 9g, 0. 24mo 1 ) SrJUX. 1 0 0°CT-4 B^ramff L JXV^t-^ 

*Sii&7j<T»L (3 0) , «ML. Sm&^X?5A^n-7b^-^7^- (>UX?^^Vk 
. ^df-9-y4'i^5 0%EtOAc) \zi.^mm-hh. hyyx- [4- (t-^h^^- 
;^f;l/4^'-;krSy-;<-?-;k) -i^iS'n'^^i/;!/] yig'^^yi/Vkxar;!^ ( 6 6 

. 7 g , 10 0%) *iefe<7)|l#:t LTfffitLf^, 

ESI MS m/e 363 M + ; iR NMR (400 MHz, CDCIg)^- 7.24-7.23 (m, 5 H), 5.06 (s, 
2 H), 4.57 (m, 2 H), 3.44 (brs, 1 H) , 2.97 (t, J = 6.4 Hz, 2 H) , 2.04 (m, 2 H), 
1.79 (m, 2 H), 1.43 (s, 9 H), 1.08-0.76 (m, 5 H). 
[0611] 

: hyyx- (4-T5y-i^^n^^>';l/;^f-;l/) -:^jW<^ymt~ 

N^yx- [4- (t-^'b^i^X'/l^^-zl-T^ y-;<^;P) -i^y n^^i^;!-] 
yl/^^'^yil^y^^Vl-XX-r-yl/ (5. 3 2g. O. O l 5mo l ) <7)EtOH (20 0mL 
) iWz^ lO%Wd/C (5 0mg) ^JtlX/i,. ^<Dm.-^m^m§X\ 7kS»HSlT 
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izmmmtfLfz. ^ttzM-^m^r-t^-^ ^^^°v^'Tr)iL. mmLtz. m^m^Ayj- 

7-'^;I/XXT-;I/;?;%fec7)EI#: (3. 197g. 95. 4%) t LTt#^>fL^c„ 
ESI MS m/e 229 M + ; iR NMR (400 MHz, CDCl3)<5 8.44 (brs, 1 H) , 4.59 (b, 1 H) 
, 2.96 (m, 2 H), 2.08 (m, 2 H) , 1.83 (m, 2 H), 1.43 (s, 9 H), 1.08 (m, 5 H) . 
[0612] 

Xt>/TD : h5yx-N2 - (4-rSy.Xf-;l/-^^nA.df^;t,) -n4 , N4 

(0. 24 Immo 1 ) *3j:t/^SiMl^OX7"'/TB-C-f#J^>tL5t (2-^'nn-dr^ 

yU>'-4--f/l/) ->>';^i^;t/-TSy (0. 32g. 1. 4mmo 1 ) ;f;^Ji.^tl,2-7° 
n^NV-^L- ( 5mL) ct^tO^M-^aSr, ■ v-f 7 n-^x-y-^^l^^g^ffiffl LT , 1 

^n^h^'-77^- (i^y;??^';!^) t:J; OWS-f-^ ^fe(7)ll#:l. 1 3 g*^t#^>fL/i 

0 ;^^fe(DlSI#:&, CH2 C 1 2 4'(7)5 0%TFA (2 0mL) Izmtf'L. ^(OM-^^ 

L^Co M#^-:H-ii*'&i-3-ti-, m^m^^'tht. hyyx-N^ - (4-rs7^^7^- 

^-^n^df^yL) -N4 , N4 -i;■;^f-;^-dr■:^V•■|Jy-2. 4 - S yr h U 7;P:t 
nfffl^fS ( 0 . 4 9 g , 5%) t^Q^com^t ixn^tltz. 

ESI MS m/e 300 M (jSilS) + : NMR (400 MHz, CDClj).^ 9.16 (d, J = 5.6 Hz. 

1 H), 8.11 (m, 2 H), 7.86 (d, J = 8.0 Hz, 1 H), 7.51 (t, J = 7.6 Hz, 1 H), 7.41 
(d, J = 8.0 Hz, 1 H), 7.18 (t, J = 6.8 Hz, 1 H), 3.8 (brs, 1 H) , 3.47 (s, 6 H), 
2.10 (m, 2 H), 1.92 (m, 2 H), 1.42-1.12 (m, 5 H). 

[0613] 

Xt^TE : hyyx-N2 - {4- [ (2, 3 - i^^ h^iy-Kyi^/i-T i / ) - 

^^;^] -^^n^^^^/i.) -N4 , N4 -i^A^fi-^i-Yuy-2, 4-i^r^yz. 

2, 3-i^;><h^>'KyXr)VfhV{15mg^0. 0 9mmol). hyy:^-'N 

2 - (4-7>5y^^;^_i^>?nA,^i^;l/) -N4 , -iy^^H-^i-YU y-2 , 

4-iyTS.yZ.h'Jyil'^ummi& (2 8mg„ 0. 0 5 3mmo 1 ) , NaBH (OA 
c) 3 (7 6mg., 0. 3 6mmo 1 ) iiXt/MeOU (2mL) X 

sx ■ -7-! ^^^^ x-y-i^fRmmimix 1 0 or:x'4ofpmmifz. ^ttzM^^'^^ 
iMmpi.c{zj:mmLfz. mm'm^^hit. m^mmi-^t. vyyx-N'^ 

- {4- [ (2, 3-'J^h^i^-^y'J)irS.y) -^f-;H -^-^'OA.dri/yl/} -N 
4, N4 -i;^^;p-df:>-VUy-2, 4 -i^'TS h U 7;k^npi^S (1 0 . 2 m 
g. 2 8%) m^^tlfz. 

ESI MS m/e 450 M (KM + H+ ; iR NMR (400 MHz, CDClg)^- 9.68 (d. J = 6.0 Hz, 
1 H), 9.41 (brs, 1 H) , 7.85 (d, J = 7.6 Hz, 1 H) , 7.52 (t, J = 7.2 Hz, 1 H) , 7.4 
6 (d, J = 8.0 Hz, 1 H), 7.19 (t, J = 7.2 Hz, 1 H), 7.09 (t, J = 8.0 Hz, 1 H), 6. 
98 (d, J = 7.2 Hz, 1 H), 6.90 (d, J = 7.6 Hz, 1 H), 4.16 (s, 2 H), 3.96 (s, 3 H) 
, 3.87 (s, 3 H), 3.75 (m, 1 H) , 3.47 (m, 6 H), 2.80 (m, 2 H), 2.11 (m, 2 H) , 1.8 
6 (m, 2 H), 1.48-1.50 (m, 5 H) . 
[0614] 

l6tfti^J2 34 1 
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H 

2 CF3CO2H 



i/;^-N2 - [4- (3, s-'J^fnn-Ky=J)ir5.y) -i^^'n^^i^Jl] -N4 
[0615] 

>'X-4-t-yV^=yAJU^^->\^ri/-i^'^u^^->ry;fjjU7nym (5 0. Og, 
2 0 6mmo 1 ) (7)-^> @}g??S(C, h Uxf-zIxTSy (26. 9g. 266mmol 
) iiXV^r>it\)ym'J7x.r^)VJ^.XT!i (62. 2g, 226mmol) ^Mlfz. ^ 
i?)RJiE?fE-^!f%Sr 8 O'CT- 1 Btraliitf t/^<, <yi^>kr;l/3-;l^ (31. 4g. 290 mm 

o 1 ) mi. ^<^^^^:m^iz2mrmrfuz. Km^^m^'mi. 

EtOAc*3j;lXH2 Olzm^j'bf:!. *«)i&^^lliL. *Ji^EtOAcT'ttffit;^ ( 2 
0) „ ^i^ii:fc^Sii^MgS04±T'^^§'fr. riit.. i-iffiL, yy-y> 7,^n-?h 
^•77^- (i^y^^^vw. A,^Hfy4]t7)3 0%EtoAc ) (;.fc 0 > , >-X- ( 

(54. Ig, 1 6%) im^m^)VtLX%Mz. 

ESI MS m/e 349 M + ; NMR (4(X) MHz, DMS0-ds)5' 7.34-7.28 (m, 5 H), 7.12 (d, 
J = 5.6 Hz, 1 H), 6.62 (brs, 1 H), 4.98 (s, 2 H), 3.39-3.37 (m, 2 H), 1.60-1.45 
(m, 8 H), 1.37 (s, 9 H). 
[0616] 

mtm\ 23 AO ^oxt >7 7° c c^^m&mm lt . aM^o^cAti ri^tz . 

ESI MS m/e 215 M + H+ ; iH NMR (400 MHz, DMSO-dg)© 6.60 (d, J = 6.0 Hz, 1 H), 3 
.30-3.28 (m, 1 H), 2.74 (s, 1 H), 1.59-1.51 (m, 2 H), 1.45-1.37 (m, 15 H). 

[0617] 

X-f-yTC : yx- [4- { A-'J A^iVT / -^-fV'^) y- 2-^ JVT^ /) - 

yx- {A-r5.J-y9n^^y!V) -7:?/t/A'5ygtt-7'>/vxxT-/L (o. sg 

. 2. 3mmo 1 ) , 'mm\l<nXT-/rBX-%hfitz {2-^U'a-^i~V'^)y-A- 
^)V) -'Jy^^)V-Tiy (0. 53, 2. 6mmo 1 ) . 'J-^ VTU\^)VJ^^)VT 5.y 
(1. 22mL. 7. Ommo 1 ) i5j;^/2-7°^y^V-;K 1 . OmL) 
xs;^ • v^^'o'>x-7'-^figgM^i$fflLr. 1 7 0r'C-m^]!i[i»U^„ 

mi5Sr^5A^n-?b^-77 ^- (v-y^yVL-. CH2 CI 2 c^l^?)2%:^)^^>4%<73 2Mc?3 
NHg/MeOH) tCiOWM-tSt. i^X- [4- ( 4 -i^'j^i-^^^l-TS y-^-tV U > 
-2-^;UrSy) -i^^'n^^i^/H -:^)Vf^iym.t-^^)VJiX^}V (2 2. 1 g 
. 0. 0 5 7mol. ifi^cr)i[^JVbLX%^flti. 

ESI MS m/e 386 M + ; NMR (400 MHz, DMSO-dg) d 7.85 (d, J = 8.0 Hz, 1 H) , 
7.47 (t, J = 8.4 Hz, 1 H), 7.27 (d, J = 8.0 Hz, 1 H), 7.00 (t, J = 7.6 Hz, 1 H), 
6.60 (brs, 1 H), 6.18 (brs, 1 H), 3.89-3.88 (m, 1 H), 3.39 (brs, 1 H), 3.19 (s, 
6 H), 1.77-1.71 (m, 2 H), 1.68-1.52 (m, 6 H), 1.38 (s, 9 H). 
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[0618] 

-^i-Y uy-2, 4 - i^r s yco^jt 

ESI MS m/e 286 M + ; iR NMR (400 MHz, DMSO-de)^ 7.84 (d, J = 8.4 Hz, 1 H) , 7 
.45 (t, J = 6.8 Hz, 1 H), 7.26 (d, J = 8.4 Hz, 1 H) , 6.99 (t, J = 7.6 Hz, 1 H), 
6.20 (brs, 1 H), 3.90-3.89 (m, 1 H), 3.18 (s, 6 H), 2.79 (s, 1 H), 1.74-1.71 (m, 

2 H), 1.57-1.41 (m, 8 H). 

[0619] 

Xf-zTE: ^'X-NS - [4- ( 3, 5 -'J^un-Kyi^)Vr ^ ^ ) -i^^^U^ 

dfi^;H -N4 , N4 -i.v^;i/-^-?-v'yy-2, A-i^r^yr^huyji^umm^ 

2, (31. 4mg, 0. llmmol)cOMeOH(0. 5mL) 'MMI^Z 

. 3, S-i^^nn^yXTyl^rt K ( 1 7. 5mg. 0. 1 Ommo 1) SriDi-^^Co >I 

, 0. 4 0mmo 1 ) ^tUitz, iCO?M-^&-^JiJf L. MJC*. Tfcct^c^ 5 0 %D M S 

0(1. omL) ro?M^!ft&MXHPLC{:j:D»»t/i, mn^x'&m 

iMi^, 'mmmtlb. i-X-N2 - [4_ {3, 5_i;^^^^-^>>';^r5y) - 
^-^o^^i^;!/] -N4 , N4 -^^yf-/^-Jf-^y■■|Jy-2, 4-j^T5>ZhiJ7;P:t 
npSig ( 2 3 m g . 0 . 0 4 1 mm o 1 . 3 7%) i}^Q^com#.t IXnhtifz. 
ESI MS m/e 444 M (jt^lM) + ; NMR (400 MHz, DMS0-d6)(J 13.55 (s, 1 H) , 8.9 
0 (brs, 3 H), 8.17 (d, J = 8.0 Hz, 1 H), 7.79 (t, 7.6 Hz, 1 H), 7.68 (s, 1 H), 7 
.61 (s, 2 H), 7.41 (d, J = 7.6 Hz, 1 H), 7.36 (t, J = 7.6 Hz, 1 H), 4.23 (s, 2 H 
), 4.07 (s, 1 H), 3.48 (s, 6 H), 2.00-1.92 (m, 4 H) , 1.82-1.74 (m, 4 H). 
[0620] 

^M«2 34 2 

um2i 




H 

CF3CO2H 



^^X-N- [4- {4-'J?<i-Jl'TS.y-^i'YUy-2--f)l'TS.y) -i-i?OA.=^ 
i^Ii-l -3, 4-i^7;k:tn-0'X"T5 KbU7;l^:tOPSi^ 
[0621] 

X-fv7°A: i^X-N- [4- ( 4 -i^';'<^;kTS y-^-tVU 2 — ^;kTS 7 
) -i'^'o^^Jf - 3, 4->^7;l/:tn-<yXT5 KbU7;l':tnp^(50-^Jt 

Ilfti?ij2 3 3 3cOXx-/TA0^)li^flgMLT. IIScO-ft^!|%Srt#fc» 
ESI MS m/e 426 M + H^ ; iH NMR (400 MHz, DMSO-ds)^ 12.46 (brs, 1 H) , 8.36 (s, 1 
H), 8.15 (d, J = 8.0 Hz, 1 H) , 7.97 (brs, 1 H), 7.94-7.89 (m, 1 H), 7.77-7.73 ( 
m, 2 H), 7.56-7.49 (m, 1 H), 7.41 (brs, 1 H), 7.36 (t, J = 7.6 Hz, 1 H), 4.07 (m 
, 1 H), 3.87 (m, 1 H), 3.47 (brs, 6 H), 1.89 (m, 2 H), 1.74 (m, 6 H) . 
[0622] 

mmm23 43 
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H 

2 CFgCOzH 



i/^-4->^■^^;^r5y-N- [4- (4-y^^;^rsy-d^:^y■yy-2-^/^ 



Xx>yTA: >'X-4 - i^'^^/l-T 5 y-N- [4- (4-i^'y^/l/rSy-^i-V 

4 - ^'y^;t/r S (16. 5mg, 0. 10mmol)i^DMF(0. 5m 

L)i§JSt. HATU(4 5. 6mg, 0. 1 2 mm o 1 ) . V 7°nt71^x-?-/l^r 5 
>'(34. 0. 2 0mmo 1 ) *jJ;l^'^ffiM2 34 l£0y-f'yTDT1#^>fL/i>' 

X-N2 - (4-r5y-S^^'nA.dr^;l^) -n4 , n4 -i^'y f-yl^-dr-^-VU >- 2 , 
4-i^'rSy(2 8. 5mg. 0. 1 0 mm o 1 ) ^Mx. S^T'-^itf#L;^o ^t/S 

iTt-^&DMso (0. 5mL) T«L. ^MupLCizx^mmifz. n^mi 
^h^, WM^'^-tib. i/>5.-4-vy^/i/rs/-N- r4- (4-i;'y^;i/rsy 

(34. Img. 0. 0 5 2mmoK 5 2%) ^>efe(7)|l#ct L'C#4>il/c« 
ESI MS m/e 433 M (jt^lM) + ; NMR (400 MHz, DMS0-d6)(J 12.73 (s, 1 H) , 8.3 
4 (s, 1 H), 8.16 (d, J = 8.0 Hz, 1 H), 7.78-7.70 (m, 4 H), 7.43 (d, J = 7.6 Hz. 
1 H), 7.35 (t, J = 8.0 Hz, 1 H), 6.67 (d, J = 8.8 Hz, 2 H), 4.05 (m, 1 H), 3.86 
(m, 1 H), 3.47 (s, 6 H), 2.95 (s, 3 H), 2.53 (s, 3 H), 1.91 (m, 2 H), 1.75-1.72 
(m, 6 H). 

[0624] 

mmm23 44 



4-i>'r5y-yyn^=^-9-y ( 1 og. o. ossmoUioi, 4 

(4 0 0mL) Wmz^ (Boc)20(4. 7Sg. 0. 022mol) 
an, (10 0ml) \mL&3<d%i)A'rX'mLfz. 

SJiffL. *^«4iTv^^^^fy&^it/::„ ^t/dt^D&Hs O (50 0mL 

^EtOAcT'jtfltHL/i (30) , *11Jf&-^^-ti:. H2 OT«U^„ *11M&MgS 



[0623] 




H 



[0625] 
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yKt-y^;I/XXr/l^ (4 g. 0. 0 19moK 8 5%) tim^tlt-z. 
ESI MS m/e 215 M + ; iH NMR (400 MHz, DMSO-de)^ 6.63 (d, J = 8.0 Hz, 1 H). 3 
.11-3.09 (m, 1 H), 2.44-2.37 (m, 1 H), 1.70-1.67 (m, 4 H), 1.41-1.31 (m, 11 H), 
1.20-0.95 (m, 4 H) . 
[0626] 

Xr-yTB : h^yx- [4- ( 4 -T'n^- 2 - b U 7;k^n^ f^^^-^y-tfy 

hyyx- (4-T5y-i/^'nA.dfi/;l') VMt -^'^^t-xxf ^t- ( 1 g 

. 0. 0 04 7mo 1 ) (7)CH2 C 1 2 i^'^y7°nt°;PX^;t'rS>' ( 1. 6 3 

mL, 0. 009 3mo 1 ) *3j:t/^'fl:4- 7^0^-2- by7;t^:tnyhdf S^-'sy^r" 

yx;t/4^-;l/ (1. 03mL, o. oosimoi) ^Mlfz. RmM-^V^^miSiT 1 m 

mmni. yKx-mifz. 7kji>^ch2 c 1 2 t-ttaiL (20) . ^mm^^^h 
Mgso4 ±Tm§-tt, iifflL>t. 4ti^c«t^!^&cH2 c 1 2 a^v^^^^y-c- 

W^^^-t^b. hyyx- [4- (4-7'n^:-2-hU7;k:tn;^h^i'-'<y^i> 

x/vt^-fVT^y) -'y^u^^i^iv^ -f})V^^^ymt-fi~}V3ix'f!V (2. 39 g 

, 0. 0Q46mol, 9 9%) tm^flfz. 

ESI MS m/e 517 M + ; iH NMR (400 MHz, DMSO-dg) S 7.99 (d, J = 7.6 Hz, 1 H), 7. 
85 (d, J = 8.0 Hz, 1 H), 7.79-7.77 (m. 1 H), 6.67 (d, J = 8.0 Hz, 1 H), 3.14-2.9 
4 (m, 2 H), 1.70-1.60 (m, 4 H) , 1.34 (s, 9 H), 1.30-1.18 (m, 2 H), 1.14-1.03 (m, 

2 H). 

[0627] 

Xr-y7°C : h^yx-N- (4-75y-;^^'nA.dfi';k) -4-7'n^-2-h 
•J7;l/^ny b^i/-Aiy-b:'yx;l^;J^yr5 Fco-^lt 

Ilf4^j2 3 3 8iOXTv7°Ci7)^li&figfflLT- fcS^ftt^l^S-^^Co 
ESI MS m/e 417/419 M + H* ; iR NMR (400 MHz, DMSfi-d J J 7.85 (d, J = 8.4 Hz, 1 H) 
, 7.79-7.76 (in, 3 H), 3.32 (brs, 2 H), 3.03-2.95 (m, 1 H). 2.41-2.36 (m, 1 H). 1 
.67-1.57 (m, 4 H), 1.28-1.18 (m, 2 H), 0.99-0.89 (m, 2 H). 
[0628] 

xr^rD : vyyx-A-v'u^t-n- [4- (4-i^v^;i/rsy-^^ruy 
-2-A)VT5.y) -i^^u^^i^jv^ -2-h'J7;l':tny h^>'->^y-b'yx;i'4^y 

N^yx-N- (A-T^ J-iy^n^iK'y)^) -4 2 - b 'J 7,;l-,tn,X h 
^iy-Ky^y7.}Vt^yTiY (lOOm-i^ 0. 2 4mmo 1 ) ^02-7°^^^^/-/^ ( 
0. 5mL) mm^z. mmmi^X'r-jrBX'%Mz {2-^uu-^i-YVy-4- 
A)V) -i^'y ^/p-TSy ( 54. 7mg. 0. 26mmol) iMLfz. ^<Dm,-^mi 

^?l!I^?i«L. SS^^&^nVhy-^y^- (CH2 C 1 2 4'<7)2%*^i^4%(7)2M(7)N 
Hg/MeOH) t9ltSlt"l>>, b 7 yx- 4 - N - [4- {A-'J?<^)V 

rsy-^^yy y-2--f;i/r5y ) -i-^nA.dfMi^] -2-hy7;i'^ny h^i- 

-<y-lfyx;l/4^yTS K (4 2mg. 0. 7 1mmoU 3 0%) ifi'^^cr>m^tLX 

ESI MS m/e 588/590 M + H+ ; iH NMR (400 MHz, DMSO-dg) 8 8.02 (d. J = 7.6 Hz, 1 H 
), 7.88 (d, J = 8.4 Hz, 1 H) , 7.82-7.77 (m, 3 H), 7.45-7.41 (m, 1 H) , 7.25-7.41 
(m, 1 H), 6.99 (t, J = 7.2 Hz, 1 H), 6.37 (brs, 1 H), 3.68-3.67 (m, 1 H), 3.16 ( 
s, 6 H), 3.09-3.02 (m, 1 H), 1.89-1.86 (m, 2 H), 1.69-1.67 (m. 2 H), 1.40-1.17 ( 
m, 4 H). 
[0629] 
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[0630] 

T;l/3->#HMTt;. 4-7"n^^S#i! (5g. 0. 025mol) COTHF ( 1 5 
OmL) 'Mz^ fY'y^x {\-^}y^~]Vii-^xy ^y) J^J=J^J^ (O) (86 2mg 
, 0. 75mmo 1 ) , 21YItONa2 CO3 (30mL) J:t/4 -7;l^:tn7 x 

-/l^-nnVfi ( 3 . 48g, 0. 02 5m<> 1 ) ;')ft')W.^')Xj?/-/L (-I OmL) 

(3 0) „ ^mm^^h^t. Mgso4±-cie^s-^. rj^t. ?^uc„ ^t:^^*:^ 

!^^Et2 0t3XV^^^^yf^X'm^Bit^'ti>b. 4' -7;P:tn-t'7x-;P-4-X? 

;k#>K(4. 4g. 0. 0 20mol. 8 2%) ^^S-fetOEIfrt LTf#Jo^i;t, 

iH NMR (400 MHz, DMSO-de)^- 12.96 (s, 1 H), 8.00-7.98 (m, 2 H) , 7.78-7.75 (m, 4 

H), 7.34-7.31 (m, 2 H). 

[0631] 

Xf v7°B : h^yx- [4- (4-i>';^f-/kT5y-^-tVU>'-2— ^^l/TSy 

ESI MS m/e 386 M + ; iH NMR (400 MHz, DMSO-de) & 7.83 (d, J = 8.0 Hz, 1 H), 7. 
46 (t, J = 6.8 Hz, 1 H), 7.27-7.25 (in, 1 H) , 6.99 (t, J = 7.2 Hz, 1 H), 6.71 (d, 

J = 8.4 Hz, 1 H), 6.38 (brs, 1 H), 3.72 (in, 1 H) , 3.17 (s, 6 H), 1.92-1.90 (m, 
2 H), 1.79-1.76 (m, 2 H), 1.37 (s, 9 H), 1.34-1.23 (m, 4 H). 

[0632] 

Xr>y7°c : hyyx-4' -^/P^n-f 7 x-;l'-4 [4- (4- 

i^y(i-JlT^y-^i'VVy-2--(}lT^y) -^^o^^^;H -rSKc^^Ric 
N^yx- [4- (4-i^';^-f;l/TSy-^-fy-Uy-2--f AT5,/) -^^'n^^ 
-X?;k^^'SyKt-7'^;LXXf;I^ (0. 7 6g, O. 2 Ommo l ) c7)CH2 C 
1 2 (20mL) mmi^Z^ TFA (304x<L, 0. 39mmo 1 ) 

«JlS:#NaOH7iQ§itjoJ;l>'NaHC03 U^. tKJI^CHs CI 2 -C'tt 

ajL (20) , ^mm^^h^. rngso^ix-^m^^. jiaiuc, swii^j (o. i g 

) i5i.t/4' -7;l/:tn-h'7x-;l.'-4-;4';l'#>K (7 6mg. 0. 3 5mmol) 
^0CH2 C 1 2 fiflt;. HOAt (62mg. 0. 46mmol).WSC-HCl (8 
7mg, 0. 4 6mmo 1 ) iiJ;^^-^ y7"nh7UX-f;t/T5> ( 3 1 //L, 0. 18m 
mo 1 ) ^:Mirz, Zc^M^mi:m§rCimmmtfL. Rm^:yi<X'W±^'^rz. tKJI^C 

H2 ci2TifitiiL;t (20) « Mgso4±T'iai$*, mmt. m 

W^ir^^yJ^^VJ-^h^yy ^~ (i^U;<f^';K CH2 C 1 2 4icO2%*^44%c0 2M^ 
NH3 /MeOH) t^iDftS-T'l.t. hyyx-A' -7;k5j-n-t'7x~;^-4-;^' 
;t/;i^>K [4- (4-i^';<-f;l/rSy-^-fy'Uy-2--^;t'T5 y ) -^-^u^^iy/l- 
]-TSK(35mg. 0. 072. 2 1 %) ^iS-fe^Elfti: LTt#^>fL;t „ 
ESI MS m/e 484 M + H+ ; iH NMR (400 MHz, DMSO-ds)^ 8.30 (brs, 1 H) , 8.12 (brs. 
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2 H), 7.92 (d, J = 8.4 Hz, 2 H), 7.77-7.72 (m, 5 H) , 7.44 (brs, 1 H), 7.34-7.28 
(m, 3 H), 3.82 (brs, 2 H), 3.47 (brs, 6 H), 2.04 (m, 2 H), 1.94 (m, 2 H), 1.54-1 
.48 (m, 4 H). 
[0633] 




H 

2 CF3CO2H 



>-7s-N2 - [4- (4-7'n^:-2-hU7;k:tO;^h^i^-'<>'i^>7Sy) -i^ 
to634] 

Xx>yTA: t-r-?-;P- ( 2 -i? nn-^-tVU y-4 ->f ^P) -TSyco-^lt 
mmmiC0X^'yrBXi%i^tLri2, 4->''^nn-dfi-V'U>' (4g. 20mmol 
) iOTHF (5 0mL) JilStC. t-7'f;l.r5>' (2. 15mL. 2 0. 5mmo 1 ) 
fcilXi^WyrntVl^x-^-^l/TSy (3. 5mL. 2 1mmo 1 ) ^Mtfz. i^Oi^-^ft 

^)V- ( 2-^?nn-^-hV"iJy-4--f -rS>'*^'&-fecolII#: ( 3 g, 64%) t 

ESI MS m/e 236 M + ; iH NMR (400 MHz , DMSO-de) d 8.40 (d, J = 8.4 Hz, 1 H), 
7.75-7.36 (m, 2 H), 7.58 (d, J = 8.4 Hz, 1 H), 7.48 (t, J = 7.2 Hz, 1 H), 1.52 
(s, 9 H). 
[0635] 

X-f>y7°B : i^X-N2 - ( 4 -7 S y-i^^'P'^^S^/P) -N^ -t-f^jV-^ 

iyx- (4-rsy-;^yaA.dr>';W) -T^^/i-ys'syStt-y^/l/XXT-zP ( l 2 2m 

0. 57mmo 1 ) t02 -7°^^^V-;^ (2mL) @MC. t-y-^;!-- (2-^ 

nn-^-tyy y-4--f;i/) -rsy ( i oomg. o. 42mmo 1 ) tiXif'J-^y 

rotVl'X^;t'rS>' ( 180/xL. immol) iMt. ^CO^^-^i. XSX-V-f 
yA^U-^Y^fyy 4~ (>'U;^^';K CHj C 1 2 4"^^3%MeOH) tCiOWM^-^ 

[4 - {A-t-y'f-)vr^y-^-fY^)y-2-A)VTi/) ->yn^^i-;H 

-;*;l/A-5yKt -y-f/kx;^;^;!^ ( i i 2mg. 6 5%) ifiM^^nmi^t Lxn^fifz 

, [4- {A-t-j'f-)vrs,J-^-fy'^}y-2-A)vriJ) -i^-^u^^i^ 

;H -;^?;kA'$yKt -y^yl^xXx/l^ ( 9 5mg. 0. 2 3mmo 1 ) C^CW^ C 1 j 

( 3 m L) mmmz^ v y ^/i/^nit^^ ( 2 mD ^mwLtz. 

2^raMft:^« }§?iS&?iffit. l&^nNaHCO3*f§^iSi5j:tA-lMi07M^t-fhy'7A 
mmTT)V:^ ^}itL (pH = 9) . Mm^CW^ C 1 2 t^mUc (30) . -^i^-lJr;^^ 

-N2 - (4-75 y-^yn^^^v-zk) -N4 - t-7'-?-;^-=^-^y'uy-2, 4-i>' 
r5y(44. 6mg. "5 3%) ifm-^cnmwthxm^fLtz. 

ESI MS m/e 314 M + H+ ; iH NMR (400 MHz, CDClg)^ 7.48 (t, J = 6.8 Hz, 1 H) , 7.3 
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8 (m, 2 H), 7.04 (t, J = 8.0 Hz, 1 H), 5.42 (brs, 1 H), 4.15 (m, 1 H), 2.85 (m, 
1 H), 1.20-1.90 (m, 17 H). 
[0636] 

7.T'vrC ■ i^X-N2 - [4- {A-7'n=t-2-h'Jymr3^h^iy-Kyi? 

}vr^/) -^^n^^^-;!/] -N4 -t-y^;^-^:^yy>'-2, A->r^y-h 

ESI MS m/e 566 M + ; iH NMR (400 MHz, CDClg)^- 9.36 (d. J = 8.0 Hz. 1 H) , 7.6 
7-7.64 (m, 2 H), 7.53-7.48 (m, 3 H), 7.43 (s, 1 H), 7.33 (m, 1 H), 6.17 (s, 1 H) 
, 4.45 (m, 1 H), 4.28 (s, 2 H) , 3.35 (m, 1 H), 2.14 -1.60 (m, 17 H). 
[0637] 




4-7'o^-N- {A- [ {A-'J:)i-i')Vr^J-^i'V'^)y-2--i)V7iJ) 
[0638] 

7.T-/rA: {A- [ {A-'j^i-)vr^y-^i-Y^)y-2-A)vr^/) -^i- 
;t/] -^yi^vt/} -^/w^'syKt-7■•f-/^xx-f /^c^-^BS; 

ESI MS m/e 377 M + H+ :iH NMR (400 MHz, DMSO-dg) <^ 8.38 (brs, 1 H), 8.08 (brs. 1 
H), 7.70 (brs, 1 H), 7.47 (brs, 1 H), 7.36 (t, J = 6.2 Hz, 1 H), 7.30 (d, J = 8 

.0 Hz, 3 H), 7.16 (d, J = 7.6 Hz, 2 H), 4.60 (d, J = 6.4 Hz, 2 H), 4.07 (d, J = 

6.0 Hz, 2 H), 3.39 (s, 6 H), 1.37 (s, 9 H). 
[0639] 

V" y y - 2 , 4 - 'JT s ysitt^co-^^fiSt 
/^ffl§ix/s {4 - [ i4-'J:<f->vri./-^-rv'uy-2-^}iri/) -^^i-n] 

-^y>>;H -^;l/A5yKt-7'^;l^xXT;K 3. 90s. 9. 57mmol)<;0M 
eOHM;. Et2 OtfcOlMOHC 1 (6 7. OmU 67. Ommo 1 ) SrjDX, 
J§?l&-«iSffL3^c» *tJtirf^&?iffit-§t. N2 - (4-7>5y^^;i^-^yi^';P 

) -N4 , N4 -^■^^;^-df-^y'uy-2, 4-i^'r5yiS^s*^efeoMiiiia#c ( 3 

. 4 8 g. 9 5. 6%) i; LTtt^^fLf^o 

ESI MS m/e 308.2 M (jESIM) + H+ ; iH NMR (400 MHz, CD3OD) S 8.16 (d, J = 7.2 Hz 
, 1 H), 7.75 (brs, 1 H), 7.48 (m, 5 H), 7.39 (brs, 1 H), 4.76 (s, 2 H), 4.12 (s, 

2 H), 3.51 (m, 6 H). 

[0640] 

xr--/rc : 4-7n^-N- {4- [ ( 4 ->'';<^;kr s y-^i-v u y- 2 
)lT^y) -Kyi^/i-) -2-bU7;t':tD;'< b^ix-<y-^r>x;i^7}^yrs 

N2 - (4-rsy^f-;t/-A:.yi^;i^) -n* , -iy:Ai~)i-^-rv"uy-2, 4 

->>rSy*a^tS ( 5 0. Omg. 0. 1 3 Immo 1 ) . t£^L;4-7'nt-2-hU7 

;l^>!-nj<b^i— N.y■^fy::^;^4^rl/K 5 3. 3m 0. l 5 7mmo 1 ) ^3 
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VTntVkXT^/kTSy (9 1// U 0. 5 2 4mmo 1 ) £02 -7°^y^V-;K 1 . 5 

mL) mm^Mm-2}mmnLfz. ^ttzu-^'^^w^t. mm^:(t^j^^^^h^^- 

yy^- {=^')i}yjV. CH2 C 1 2 tfcOl 0%MeOH) j; OffiM^I. . 4-rn 

^-N- {4- [ (4-i^,Xi^;kTSy-^-^y'Uy-2->f;^TSy) -'s 
yiy)V ] - 2 - h y y/l-jj-ny h^^^/^y-tfyx/t^d^yr S F^^'SfecOilS^t-^ ( 4 
Omg, 5 0%) t L•C^#^>i^3t„ 

ESI MS m/e 612 M + ; iH NMR (400 MHz, DMSO-dg)^ 8.51 (t, J = 6.4 Hz, 1 H), 8 
.06 (brs, 1 H), 7.76-7.67 (m, 4 H), 7.54-7.41 (m, 2 H), 7.24 (d. J = 7.6 Hz, 3 H 
), 7.14 (d, J = 8.0 Hz, 2 H), 4.56 (d, J = 6.0 Hz, 2 H), 4.08 (d, J= 6.0 Hz, 2 H 
), 3.36 (s, 6 H). 
[0641] 




H 



4-7'n^:-N- [4- (4->'';^^;l'TSy-=¥-tV'Uy-2--^;l/T5y) -7x 
-)V^ - 2 - h U ymu^ \'^i^-Ky^yx)Vt^yT^ K 
[0642] 

Xr-y7°A: ( 4 -TS y-7x::^;l') -;^;W^'5 ^igt -7'^;t-xXT;Pc7)-&jSi 
IIJfii^j2 3 4 4i?)XTy7°Ai?)^)li^fiMLT. HHiO-ft^ft&t^^^Co 
ESI MS m/e 209 M + H+ ; iH NMR (400 MHz, DMSO-ds)S- 8.75 (s, 1 H), 7.03 (d, J = 
7.6 Hz, 2 H), 6.43 (dt, J = 9.5, 2.7 Hz, 2 H), 4.71 (s, 2 H), 1.43 (s, 9 H) . 
[0643] 

Xt-^vTB : N2 - (A-T^J-y^-JV) -N4 , N4 
-2, 4-i^'T5>'*SiKScO-^^ 

Hffi^Jimf ■yTBflt'bfLi^v! (2-^'nn-^:>-ryy-4--^;l/) -i>^^)Vr 
Sy(0. 5g, 2. 6mmo 1 ) fej;t^" (4-T5y-7x::i;U) -T^/l/^S'^ yfgt - 
y^;I/XX-r-;I/ ( 0 . 5g, 2. 6mmo 1 ) *^Ji>5rl,CH2 C I 2 (2mL)4'COM-& 

[4- (4-i^'y^;i-T5y-^-fy'Uy-2--f;^Tiy) -7x-,'i-] -^;i.a'5> 
K t - yi-)vx.xT}vmm^<Dmw. ( o . 8 6s. 87%) :^j^#JitL/i. kjcs 6 igs 

OjEL, ^T<^;fc^!f!!I&-^/b-ttSfc. 8. 5sX'h'ytz. ^cr)^mi{&. 5g. 22. 
4mmo 1 ) iOMeOH (2 50mL) mMz-Ji[^^y^(DAm(DWC 1 (8. 4ml 
, 33. 6mmo 1 ) ^ffiJPt. ^i^jg^ir^SSST'-^gJitf L/i„ M-^^mmthh 

^ N2 - (4-T5y-7x-;i') -N4 , N4 ->^-y^;i/-^^yuy-2, 4-S/T 

iyiMMWm^^^y^^(^m\^ . 2g. 87. 5%) i;LTt#^>fL/t« 

ESI MS m/e 280 M + ; iR NMR (400 MHz, DjO) 7.84 (d, J = 8.8 Hz, 1 H), 7.54 

(td, J = 7.8, 1.2 Hz, 1 H), 7.46 (dt, J = 9.5, 2.7 Hz, 2 H), 7.27-7.16 (m, 4 H), 

3.35 (b, 3 H), 3.12 (b, 3 H). 

[0644] 

Xf-yTC : 4-yn^-N- [4- ( 4 -i^'y^/t-T 5 7 -^:^y"U y- 2 --f 
rsy) -yx-zl-] -2-by7;t'^ny b^^—A^y^-yx/l/T^yrS Fco^fig 

II54^J2 3 4 7c7)Xr'7TCC0^)li^flgMLT, ^H^^Xt^ft Srf#/-c, 
ESI MS m/e 584 M + H+ ; iH NMR (400 MHz, DMSO-dg) <3- 10.27 (brs, 1 H) , 9.14 (brs, 
1 H). 7.98 (d. J = 8.4 Hz. 1 H), 7.80-7.71 (m. 5 H) . 7.60-7.56 (m. 1 H), 7.44 (d 
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, J = 8.4 Hz, 1 H), 7.15 (t, J = 7.4 Hz, 1 H), 6.95 (d, J = 16.8 Hz, 2 H), 9.29 
(s, 6 H) . 
[0645] 

mmm23 49 
um9: 




H 

CF3C02H 



-2-^;^7Sy) -7x-;^] -rs K h u^/t'^ns^sifg 

[0646] 

Xr>y7°A: 4' -^'nn- f 7a::::;l/- 4 -;^?;1'4?>'S [ 4 - ( 4 - i^';^^;t-T S 

IIM^J2 3 4 8i^XT-/TBTff4.fl5tN2 - ( 4 -TS 7- 7x-;l/) -N4 , N4 
-y^^;l'-^-tVUy-2, 4-yT5yJSKJM (8 1 . 6mg. 0. 2 58mmol 
) . 4' -^'no-b-'7x:i;t^-4-;^;l/*>ll (50. Omg. 0.2 1 5mmo 1 ) 
. HATU ( 1 06mg. 0. 280mmo 1 ) J; WW VTae/l-X^/kTS ^ ( 1 
50//L, 0. 860mmo 1 ) (DCU^ C 1 2 ( 2mL) M 

^m^rmmLf^. m^m^HPLaz^mmt^t. 4' -^'nn-f7x:i;i/-4- 

;5?;t'^y^[4- (4->-'^^;i'TSy-=3f-^y'uy-2--f/PT5/) -7x-;i/] - 
r 5 K h 'J 7;^^^Pig^gA^ a-fe^^Hft (l 0 m g . 9 % ) t L-rt#^.fL;^-: . 

ESI MS m/e 494 M + H+ ; ^H NMR (400 MHz, DMSO-ds)^ 10.33 (s, 1 H), 8.17 (d, J = 
8.0 Hz, 1 H), 8.80 (d, J = 8.8 Hz, 2 H), 7.85-7.75 (m, 7 H), 7.63-7.53 (m, 6 H) 

, 7.36 (t, J = 7.6 Hz, 1 H), 3.46 (s, 6 H). 
[0647] 

»fii5ij23 50 



6% 



N- [1- (4-^'^^;prsy-^^yijy-2-^;^) -\^^^Ji^y-A-4iv^ 

f-!]^] -2-7;l^^n-^y4r'yx/i^?}^yr5 F 
[0648] 

X-f-yTA: N- [1- ( 4 -i^'^f-Zt/T 5 7 -^-^-VU y- 2 -•Y/L-) -h°^Ui^' 
y - 4 - /l-;^ - 2 - 7;lx:tn — <y-tfyx;i^T}^ y T 5 F <7)-^)t 

J 'Jy~ 1 -Aiu^^ymt -y^ivx.x'fju (60mg. o. 

2 8mmo 1 ) )iXV^i>'4 Vrt3if>VX.i~)lT (4 9mL. 0. 2 8mmo 1 ) COC 
H2CI2 { 2 mL) mmi^. &t2-yjU:^TlKy'lzyX}U:!i~^-)i^ {5 4mg^ 0. 2 
8mm o 1 ) cIOig-^JI^^afiT l 8B#ISitff L/i„ itfcig-^t:. hy7;t' 
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*n@fM (0. 7 0mL) iM^. m^-cismmmnLtz, ^mu-^m^^mL. $m 
NaHco3yi<mmx'^mLfz. 7KJi&EtoAcT«L. ^mM^'m^^t. 2- 

LXn^flfz. LffMW-iO. 076g. 0. 2 8mmo 1 ) iSilAV-f VTnbVI/X^ 
)Vr^y{Q. 0 72mL. 0. 4 2 mm o 1 ) « 2 -T^nV-^K 3 m L) 
%mMlcryXTvrBX-ni^titz {2-^uu-^i-V^)y-A-4)V) -iy:A^)V-T 

sy{o. 044 g, 0. 2\mmo\) iML. ^Ltzu-^m^ioo'cx'isnmm 

C 1 2 ftit05%MeOH) i Dft^t"-?. ^ N- [1- (4-i^';<^;kTSy-=^-ty' 
yy-2-^;P) -h°Aiyi;y-4->f;M^;t^] -2-7;t^>J-n-^>'-b:>';?.;l';J^>'r 
5 H*i?ii^llfei^iaft (0.024g. 26%)fc LX%t^tlfz. 

ESI MS m/e 444 M + ; iH NMR (400 MHz, DMSO-dg) (3- 7.98 (m, 1 H), 7.86 (m, 1 H), 
7.77 (m 1 H), 7.67 (m, 1 H) , 7.47-7.29 (m, 4 H), 7.02 (m. 1 H) , 4.69 (m, 2 H), 

3.21 (s, 6 H), 2.76 (m, 4 H), 1.66 (m, 3 H), 1.00 (m, 2 H). 
[0649] 

mmm23 2 9<Dmm^mL. ^)-KHPLci:j;D»i^LT. ^M2 3 5 1-28 

1 9cO{k^!f^&#f^, 

mmm23 3i<DmmmmL. m.^vi.ci,ziiy)nmLx . ^m2 82 0-23 

A2(rHt-^mi%tz. 

mmm 2332 omfn \m i x , %mm 2343-3003 (^it-^m^wz . 
mm\2 333 mwmm\\\ l t . %mm3 004-3090 (Dit-^m^%tz. 
mmm2 3 3A<^^\m:^mLx. mmm^ 0 9 1-3 1 6 1 (nit-^mmtz. 

mmm23 3 5<r)mm^mmL. ^i-KHPLCtliDWSLT. ^M3 16 2-3 1 
1 S<7yi\L-^m^%fz. 

mmm2 3 3bff^mm:w.mLx. mmm3 179-32 osa)\t^mwz. 
mMm2 3 37com,^^mLx. mmm3 2 0 9<7)it-^mnfz. 

Wim\2 3 3 8«#)llI^«fflLT. %mm3 210-32 25a)-{\L-^m%fz. 

mm2 3 39m\m^mLx. mmm3 2 2 6-3 2 2S(Dit-^miWz. 
mmm2 3 AOffym^mmLx. mmm3 229-3231 (Dit-^m^wz. 
mmm2 3 a 1 cnmmmmLx. mmm3 232-33 93ff^it-^m%tz. 
mmm 2342 <^)mmi\m lx , mmm 3394-3472 (7y\ti^wimz . 
mmm2 3A3(^mmimLx. mm\3Ai 3-3 5 2 7co-fi:-^tt%^#ys. 

^54^J2 3 4 6c?)^|ilI^figffltT. ^5fe^j3 5 2 8-35 3 5 cO'ft-^!|%Srf#:^c. 

mmm2 3A7c^)m.immL. ii-KHPLct:j;D»SLT. ^M3 5 3 6-3 5 
mmm23As<7)m&mmL. ^j-KHPLci^iDWi^L-c. ^m3 54 6-3 5 

4 8i^{b-^!fl)^#/i„ 

SIMM 2 3 4 9 c^mmmm lx . mmm 3549-3567 <n\t-^m%fz . 

'mm\23 5 0COm'm:^mL. ^J-KHPLClIiDWS^tT. ^M3 5 6 8-3 5 

7 9i^{t-^^l5Sr#;"c„ 



(7 78) 



#iH2004-315511 (P2004-315511A) 



[^369] 





mm. 


ESI-MS 




2351 


CFjCOjH 


454.0 (M H H) 


3.60 


2352 


? 

0, 

CFjCOiH 


530.2 (M + H) 


4.02 


2353 


2CF3COjH 


545.4 (M+H) 


3.05 


2354 


0 

CFjCOiH 


496.4 (M + H) 


3.49 


2355 


CFaCOjH 


537.4 (M + H) 


3.24 


2356 


CFjCQiH 


440.0 (M + H) 


3.47 



(7 79) 



#|fH2004-315511 (P2004-315511A) 



[^370] 



2357 


HN ^ 

CFjCOjH 


484.4 (M + H) 


3.49 


2358 


CF»COiH 


470.2 {M + H) 


3.20 


2359 


o 

aCFjCOjH 


539.4 (M + H) 


3.12 


2360 


0, 

CF3CO2H 


522.2 (M + H) 


4.22 


2361 


2CF,COsH 


599.0 (M + H) 


3.48 


2362 


™^ 

CFjCOjH 


560.2 (M + H) 


3.99 



(780) 



#IH2004-315511 (P2004-315511A) 



[IS371] 











2363 


02 


548.4 (M + H) 


4.06 


2364 


2CF)C0iH 


534.0 (M + H) 


3.11 


2365 


Oz 

CF3CO2H 


S02.4 (M + H) 


3.81 


2366 


CFjCOjH 


530.2 (M + H) 


4.04 


2367 


CFjCOjH 


532.4 (M + H) 


3.85 


2368 


Oi 

CFjCOjH 1 


520.2 (M + H) 


3.86 



(781 ) 



#IH2004-315511 (P2004-315511A) 



[11372] 



2369 


CFjCOjH 


474.2 (M + H) 


3.72 


2370 


CF,CQ,H 


518.2 (M + H) 


3.71 


2371 


2CF,C0iH 


573.2 (M + H) 


3.15 


2372 


0, 

CFjCOjH 


556.2 (M + H) 


4.38 


2373 


0, 

SCFjCOiH 


633.4 (M + H) 


3.48 


2374 


CF,CQ,H 


594.2 (M + H) 


4.23 



(782) 



#iH2004-315511 (P2004-315511A) 



[11373] 



2375 


02 

CFsCOjH 


582.4 (M + H) 


4.26 


2376 


CFjCOiH 


536.2 (M + H) 


4.06 


2377 


..XT 

CFaCOiH 


564.2 (M + H) 


4.32 


2378 


CFaCOjH 


566.4 (M + H) 


4.11 


2379 


CFsCOsH 


554.2 (M + H) 


4.10 


2380 


s 

Oi 

CFaCOzH 


6H.2 (M + H) 


4.26 



(783) 



#iH2004-315511 (P2004-315511A) 



[^374] 



2381 


CFjCOjH 


524.4 (M + H) 


3.87 


2382 


CFjCOiH 


568.2 (M + H) 


3.87 


2383 


CFjCQsH 


586^2 (M + H) 


4.18 


2384 


CF3C02H 


614.2 (M + H) 


4.45 


2385 


0, 

CFjCOjH 


620.4 (M + H) 


4.32 


2386 


•XX 

CFjCOjH 


468.2 (M + H) 


3.20 



(784) 



#iH2004-315511 (P2004-315511A) 



[11375] 



2387 


V 

0 

CFjCOjH 


551.6 (M + H) 


2.82 


23S8 


OCX 

CFjCO^H 


454.0 (M + H) 


3.06 


2389 


Oj 

CF,CO,H 


498.6 (M + H) 


3.10 


2390 


CFjCOjH 


484.2 (M + H) 


2.76 


2391 


2CF,C02H 


553.6 (M+H) 


2.40 


2392 


9 

CFjCOjH 


536.4 (M + H) 


3.77 



(785) 



#iH2004-315511 (P2004-315511A) 



[^376] 



2393 


2CFjCQ,H 


613.4 (M + H) 


2.74 


2394 




623.4 (M + H) 


3.06 


239S 


0, 

CFjCOjH 


574.4 (M + H) 


3.51 


2396 


CFjCOjH 


562.2 (M + H) 


3.59 


2397 


2CF3CO2H 


548,6 (M + H) 


2.48 


239S 


CFaCOjH 


516.4 (M + H) 


3.39 



(786) 



#IH2004-315511 (P2004-315511A) 



[11377] 



2399 


CF3C02H 


550.4 (M + H) 


3.56 


2400 




546.2 (M + H) 


3.3« 


2401 


Oi 


534.0 (M + H) 


3.43 


2402 


CFiCOgH 


608^ (M + H) 


3.75 


2403 


CFjCOjH 


518 (M + H) 


3.22 


2404 


CFaC02H 


562.2 (M + H) 


3.20 



(787) 



#iH2004-315511 (P2004-315511A) 



[^378] 



2405 


^*^!!-0.,„s,jOr'' 

CFtCOiH 


626.0 (M + H) 


3.76 


2406 


CFsCOjH 


614,0 (M + H) 


3.72 


2407 


0'' 

0, 

CFaCOjH 


610.O (M + H) 


3.57 


2408 


9 

CFjCOjH 


598.2 (M + H) 


3.97 


2409 


0 

V 

CFjCOjH 


564.2 (M + H) 


3,46 


2410 


CFiCOjH 


50!.0 (M + H) 


3.44 



(788) 



#iH2004-315511 (P2004-315511A) 



[11379] 



2411 


a' 

Oj 

CFaCOiH 


616.2 (M + H) 


3.94 


2412 


02 

CFjCOjH 


604.2 (M + H) 


4.51 


2413 


0" 

™^ 

CFsCQjH 


600.2 (M + H) 


4.32 


2414 


Oj 

CFjCOjH 


588.0 (M + H) 


4.38 


2415 


CFjCOjH 


650.2 (M + H) 


4.20 


2416 


> 

CFjCOjH 


726.4 (M + H) 


4.52 



(789) 



#|fH2004-315511 (P2004-315511A) 



[^380] 



2417 


> 

2CF3C02H 


741.6 (M + H) 


3.59 


2418 




692.2 (M + H) 


4.12 


2419 


2CF3C02H 


767.6 (M + H) 


4.59 


2420 




733.4 (M + H) 


3.87 


2421 


CFjCOjH 


636.2 (M + H) 


4.08 


2422 


CFjCOjH 


680.2 (M + H) 


4.07 



(7 90) 



#iH2004-315511 (P2004-315511A) 



[^381] 



2423 


CFjCOjH 


666.0 (M + H) 


3.86 


2424 


ZCP^CQzH 


735.4 (M + H) 


3.50 


2425 


CFjCOjH 


718.4 (M + H) 


4.64 


2426 


\> 

2CFjC02H 


795.6 (M + H) 


3.70 


2427 


F% 

CFjCOjH 


744,2 (M + H) 


4.43 


2428 


..JO 

\> 

CFjCOjH 


698.0 (M + H) 


4.26 



(791) 



#|fH2004-315511 (P2004-315511A) 



[11382] 



2429 


CF3CO2H 


732.4 (M + H) 


4.37 


2430 


CFjCOjH 


726.4 (M + H) 


4.52 


2431 


CF1C02H 


728.4 (M + H) 


4.36 


2432 


CFjC02H 


716.4 (M + H) 


4.32 


2433 


CF,COtiH 


616.0 (M + H) 


4.22 


2434 


.9 

CF3CO2H 


692.0 (M + H) 


4.57 



(7 92) 



#iH2004-315511 (P2004-315511A) 



[^383] 



2435 


2CF3CO2H 


707.2 (M + H) 


3.64 


2436 


0 

CFjCOsH 


658.2 (M + H) 


4.15 


2437 


P 

CFjCOiH 


733.2 (M + H) 


4.68 


2438 


0 

CF,CQ»H 


699.2 (M + H) 


3.88 


2439 


CF3C02H 


646.4 (M + H) 


4.08 


2440 


CFaCOjH 


632.4 (M+H) 


3.86 



(7 93) 



#iH2004-315511 (P2004-315511A) 



[^384] 



2441 


2CF,C0jH 


701.4 (M + H) 


3.51 


2442 


CFjCOjH 


684.2 (M + H) 


4.75 


2443 


2CFaCOjH 


761.2 (M + H) 


3.74 


2444 


CFsCOsH 


722.2 (M + H) 


4,59 


2445 


CFjCOjH 


710.2 (M + H) 


4.60 


2446 


02 0 

r+P 

2CFjCOjH 


696.2 (M + H) 


3.53 



(7 94) 



#iH2004-315511 (P2004-315511A) 



[^385] 



2447 


CFaCOjH 


664.2 (M + H) 


4.39 


2448 


CFaCOjH 


692.0 {M + H) 


4.65 


2449 


CF,COjH 


698.0 (M+H) 


4.59 


2450 


CFsCOiH 


694.2 (M + H) 


4.42 


2451 


CFiCOjH 


682J2 (M + H) 


4.42 


2452 


"^••'"/^; 

CFjCOjH 


590.2 (M + H) 


4.28 



(7 9 5) 



#iH2004-315511 (P2004-315511A) 



[^386] 



2453 


CFaCOjH 


666.2 {M + H) 


4.61 


2454 


Oj F 

2CF,C0,H 


681.2 (M + H) 


3.72 


2455 


0 

CFjCQjH 


632.4 (M + H) 


4.21 


2456 


P 

2CF,COjH 


707.2 (M + H) 


4.70 


2457 


0 

CFaCOiH 


673.2 (M + H) 


3.94 


2458 


CFjCOjH 


576.2 (M + H) 


4.16 



(7 96) 



#iH2004-315511 (P2004-315511A) 



[^387] 



2459 


Oj F 

CFjCOjH 


620.4 (M + H) 


4.f9 


2460 


CFsCOjH 


606.6 (M + H) 


3.94 


2461 


2CFiCO,H 


675.4 (M + H) 


3.59 


2462 


CFjCOjH 


658.6 {M + H) 


4.82 


2463 


2CFjCOiH 


735.4 (M + H) 


3.S2 


2464 


Oj f 

CF3CO2H 


696.0 (M + H) 


4.56 



[^388] 



2465 


CFjCOjH 


684.4 {M + H) 


4.61 


2466 


2CFjCOjH 


670.2 (M + H) 


3.56 


2467 


CFjCOiH 


638.2 (M + H) 


4.43 


2468 


Oi F ^ 

CFjCOjH 


666.2 (M+H) 


4.6S 


2469 


Ol F ^ 

CFjCOiH 


672.2 (M + H) 


4.60 


2470 


Oj F ^ 

CFjCOjH 


668.2 (M + H) 


4.44 



(7 98) 



#iH2004-315511 (P2004-315511A) 



[^389] 



2471 


CFjCOjH 


656.4 (M + H) 


4.47 


2472 


2CFjC02H 


595.4 (M + H) 


3.32 


2473 


CFjCOjH 


534.0 (M + H) 


3.81 


2474 


CF»C02H 


520.4 (M + H) 


3.56 


2475 


2CF3COzH 


589,2 (M + H) 


3.25 


2476 


CFjCOjH 


572.4 (M + H) 


4.47 



(7 99) 



#|fH2004-315511 (P2004-315511A) 



[^390] 



2477 


2CFsCOjH 


649.4 (M + H) 


3.50 


2478 


CF3CO1H 


610.4 (M + H) 


4.26 


2479 


CFaCOiH 


598.2 (M + H) 


4.30 


2480 


2CF,C02H 


584.4 (M + H) 


3,29 


24S1 


CF,CQ}H 


552.6 (M + H) 


4, It 


2482 


CFjCOjH 


580.6 (M + H) 


4.40 



(800) 



#iH2004-315511 (P2004-315511A) 



[11391] 



24S3 




586.2 (M + H) 


4.30 


2484 


CFjCQjH 


582.4 (M + H) 


4.14 


2485 


CF,COiH 


570.2 (M+H) 


4.14 


24S6 


CFsCOsH 


504.2 (M + H) 


3.94 


2487 




580.6 (M + H) 


4.34 


2488 


2CFaCC>,H 


595.2 (M + H) 


3.41 



(80 1) 



#iH2004-315511 (P2004-315511A) 



[IS392] 



2489 


CFjCQiH 


490.2 {M + H) 


3.84 


2490 




534.2 (M + H) 


.■?.84 


2491 


Oil 


520.4 (M + H) 


3.60 


2492 


2CF3C02H 


589.2 (M + H) 


3.29 


2493 




572.4 (M + H) 


4,51 


2494 


■ "Xi^v 

2CF3CO3H 


649.4 {M + H) 


3.52 



(802) 



#iH2004-315511 (P2004-315511A) 



[11393] 



2495 


CFaCOjH 


610.2 (M + H) 


4.29 


2496 


"'■CO 

CF3C02H 


598.2 (M + H) 


4.34 


2497 


CFaCOiH 


552.6 (M + H) 


4.13 


2498 




580.6 (M + H) 


4.37 


2499 


"'-co 

CFaCQjH 


586.2 (M + H) 


4.30 


2500 


CFsCOjH 


570.2 (M + H) 


4.18 



(803) 



#iH2004-315511 (P2004-315511A) 



[11394] 



2501 


2CF,C0jH 


547.4 (M + H) 


3.69 


2502 


2CFiCO:H 


623.4 (M + H) 


4.10 


2503 


-.-JO 

3CF,C0iH 


638.2 (M + H) 


3.20 


2504 


0 

2CF3COjH 


589.2 (M + H) 


3,62 


2505 


Q 
0 

SCFjCOjH 


664.4 (M + H) 


4.23 


2506 


V 

aCFjCOjH 


630.4 (M + H) 


3.35 



(804) 



#iH2004-315511 (P2004-315511A) 



[11395] 



2507 


2CFjCQ}H 


533.2 (M + H) 


3.57 


2508 




577.6 (M + H) 


3.58 


2509 




S63.2 (M + H) 


3.28 


2S10 


3CFjC0jH 


632.6 (M + H) 


3.06 


2511 


2CF,C02H 


615.4 (M + H) 


4,30 


2512 


3CF,C0iH 


692.2 (M + H) 


3.38 



(80 5) 



#iH2004-315511 (P2004-315511A) 



[^396] 



2513 


2CFaC0jH 


641.4 (M + H) 


4.13 


2514 




595.4 {M + H) 


3.89 


2515 


2CF3CO2H 


623.4 (M + H) 


4.20 


2516 


„.xr° 


629.2 (M + H) 


4,15 


2517 


2CF3COJH 


613,2 (M + H) 


4,02 


2518 


CI 

CFjCOjH 


528.2 (M + H) 


4.03 



(806) 



#iH2004-315511 (P2004-315511A) 



[^397] 



2519 


0 

CFSC02H 


570.2 (M + H) 


3.96 




0 






2520 


CI 

CF3C02H 


611.0 (M + H) 


3,69 


2521 


HN'' 


514.2 (M + H) 


3.94 


2522 


2CF3CO2H 


625.4 (M + H) 


3.94 


2523 


„/ 

CFaCOjH 


558.2 (M + H) 


3.96 


2524 


CI 

CFsCOjH 


544.2 (M + H) 


3.67 



(807) 



#iH2004-315511 (P2004-315511A) 



[^398] 



2525 


2CF,C0i!H 


613.2 (M + H) 


3.3) 


2526 


9 

HN 

CFjCOaH 


596.2 (M + H) 


4.69 


2527 


9 

'^'»'^-'»/^., 

2CFjC0iH 


673.4 (M + H) 


3.57 


2528 


CFJCO2H 


634.4 (M + H) 


4.41 


2529 


CFjCQiH 


622.2 (M + H) 


4.45 


2530 


CF3C02H 


576 (M + H) 


4.25 



(808) 



#|fH2004-315511 (P2004-315511A) 



[11399] 



2531 


CF3C02H 


604,4 {M + H) 


4.52 


2532 




610.2 (M + H) 


4,40 


2533 




606.4 (M + H) 


4.29 


2534 


CI = 

CFjCOjH 


594.2 (M + H) 


4.27 


3535 


o 

2CF3COZH 


571.8 (M + H) 


4.99 


2536 


CFjCOjH 


609.8 (M + H) 


4.43 



(809) 



#iH2004-315511 (P2004-315511A) 



[^400] 



2537 


CFjCOjH 


536.4 (M + H) 


4.86 


2538 




564.6 (M + H) 


5.13 


2539 


0 


530.6 (M + H) 


4.65 


2540 


aCFjCOjH 


605.6 {M + H) 


5.21 


2541 


CFjCOjH 


571.6 (M + H) 


4.45 


2542 


2CF3C02H 


56S.S (M -t- H) 


4.09 



(8 10) 



#IH2004-315511 (P2004-315511A) 



[^401] 



2543 


CF,CO,H 


570.6 (M + H) 


5.11 


2544 


2CF,C02H 


629.6 (M + H) 


4.37 


2545 


2CFsC0«H 


655.6 (M + H) 


5.35 


2546 


CFjCOjH 


621.8 (M + H) 


4.63 


2547 


CFjCOiH 


606.8 (M + H) 


5.45 


2548 


..A 

CFjCOjH 


644.6 (M + H) 


5.21 



(811) 



#|fH2004-315511 (P2004-315511A) 



[^402] 



2549 


CFjCOjH 


632.6 (M + H) 


5.25 


2550 


J 

2CF3CO2H 


6IS,6{M + H) 


4.29 


2551 




616.6{M + H) 


5.14 


2S52 




604.6 (M + H) 


.5.13 


2553 


CFiCOjH 


544.6 (M + H) 


5.03 


2554 


P 

2CF>C0jH 


585.6 (M + H) 


5.13 



(8 12) 



#iH2004-315511 (P2004-315511A) 



[^403] 



2555 


2CFiCO,H 


623.6 (M + H) 


4.25 


2556 


q 

CF,C02H 


574.6 {M + H) 


4.73 


2557 


Q 

0 

2CF^QiH 


649.0 (M + H) 


5.25 


2558 


V 

CFsCOjH 


615.0(M + H) 


4.51 


2559 


2CF,C02H 


617.4 (M + H) 


4.15 


2560 


CFjCOjH 


600.6 (M + H) 


5.37 



(8 13) 



#|fH2004-315511 (P2004-315511A) 



[^404] 



2561 


9 

2CFaC0jH 


677.0 (M + H) 


4.45 


2562 


CFjCOiH 


638.6 (M + H) 


5.18 


2563 


€} 
J 

2CF3CO3H 


612.6 (M + H) 


4.16 


2564 


CFjCOjH 


580.0 (M + H) 


5.01 


2565 




608.0 (M + H) 


5.26 


2566 


2CF,C0jH 


613.6 (M + H) 


4.44 



(8 14) 



#iH2004-315511 (P2004-315511A) 



[^405] 



2567 


Q 
0 

2CF,C03H 


639.6 (M + H) 


5.48 


2568 


CFjCQjH 


552.6 (M + H) 


4.92 


2569 


2CF3CO1H 


607.8 (M + H) 


4.33 


2570 


9 

2CF,C0jH 


667.4 (M + H) 


4.67 


2571 




628.6 (M + H) 


5.29 


2572 


aCFjCOjH 


602.6 (M + H) 


4.35 



(8 15) 



#iH2004-315511 (P2004-315511A) 



[^406] 



2573 


CI 

CFjCOjH 


570.6 (M + H) 


5.23 


2574 


CF3CO3H 


805.4 (M + H) 


4.91 


2575 


n 

y 

SCFjCOjH 


730.S (M + H) 


4.47 


2576 




771.6 (M + H) 


4.93 


2577 




745.6 (M + H) 


5.01 


2578 


CFaCOjH 


580.8 (M + H) 


5.18 



(8 16) 



#iH2004-315511 (P2004-315511A) 



2579 


9 
0 

2CF,C0iH 


621.8 (M + H) 


5.27 


2580 


CFjCOaH 


587.6 (M + H) 


4.51 


2581 


? 

2CFjC0iH 


584.6 (M + H) 


4.21 


2582 


CFjCOiH 


582.8 (M + H) 


5,03 


2583 


CFjCOjH 


653.8 (M + H) 


4.90 


2584 


CFjCOjH 


604.6 (M + H) 


5.33 



(8 17) 



#iH2004-315511 (P2004-315511A) 



[^408] 



2585 


0 

2CF,C02H 


645.6 (M + H) 


5.41 


2586 


CFaCOtK 


458.6 (M + H) 


4.39 


2587 


CFaCOiH 


458.6 (M + H) 


4.40 


2588 


CF3C02H 


474.6 (M + H) 


4.39 


2589 


HN'' 

CFjCOjH 


474.6 (M + H) 


4.58 


2S90 


CF,CO,H 


542.6 (M + H) 


4.79 



(8 18) 



#|fH2004-315511 (P2004-315511A) 



[^409] 



259\ 




518.6 (M + hO 


4.51 


2592 




500.8 (M + H) 


4.33 


2593 




524.6 (M + H) 


4.61 


2594 




508.6 (M + H) 


4.57 


2595 


CF,CO,H 


496.8 (M + H) 


4.87 


2596 


HN'' 

CFjCOjH 


446.8 (M + H) 


4.29 



(8 19) 



#iH2004-315511 (P2004-315511A) 



[^410] 



2597 




472.8 (M + H) 


4.47 


2598 




472.8 (M + H) 


4.53 


2599 




488.6 (M + H) 


4.55 


2600 


CFjCOjH 


487.6 (M + H) 


4.65 


2601 


CFaCQsH 


556.6 (M + H) 


4,91 


2602 


CFaCOjH 


532.4 (M + H) 


4.61 



(820) 



#iH2004-315511 (P2004-315511A) 



[^411] 



2603 


CFsCOjH 


514.8 (M + H) 


4.4.1 


2604 


CFjCQiH 


538.6 (M + H) 


4.80 


2605 


CF,COjH 


510.6 (M + H) 


5.00 


2606 


Oi-N-'N^ H 0 
CFjCOjH 


460.6 (M + H) 


4,40 


2607 


CFjCOaH 


486.6 (M + H) 


4.60 


2608 


-J 

CFsCOjH 


484.6 (M + H) 


4.64 



(82 1) 



#iH2004-315511 (P2004-315511A) 



[^412] 



2609 


-J 

CF3CO2H 


503.6 (M + H) 


4.74 


2610 




502,6 (M + H) 


4.86 


2611 


-J 

"^-^^ 

CFjCOjH 


570.8 (M + H) 


5.00 


2612 


.J 

CF,C02H 


546.0 {M + H) 


4.80 


2613 


CFjCOjH 


528.8 (M + H) 


4.63 


2614 


CFjCOiH 


552.8 (M + H) 


4.90 



(822) 



#iH2004-315511 (P2004-315511A) 



[^413] 



261 S 


-J 

CFsCOjH 


536.6 (M + H) 


4.82 


26l« 


-J 


324.8 {M + H) 


5.07 


2617 


.J 


474,6 (M + H) 


4.55 


2618 




468.4 (M + H) 


4.59 


2619 


CFjCOjH 


502,6 (M + H) 


4.81 


2620 


-J 

CFjCOjH 


552.8 (M + H) 


4.94 



(823) 



#iH2004-315511 (P2004-315511A) 



[^414] 



2621 


CF3CO3H 


482.6 (M + H) 


4,73 


2622 


CF3CQ2H 


546.6 (M + H) 


4.85 


2623 


CFjCOjH 


536.4 (M + H) 


5.08 


2624 


-J 

CFjCOjH 


630.4 (M + H) 


5.11 


2625 


CFjCOjH 


604.6 (M + H) 


5.16 


2626 


.J 

CFjCOjH 


5I«.6(M + H) 


4.75 



(824) 



#iH2004-315511 (P2004-315511A) 



[^415] 



2627 


-J 

H I J. N P 

CFjCOaH 


518.6 (M + H) 


4.91 


2628 


2CF,CO,H 


561.6 (M + H) 


4.6t 


2629 


-J 

CFjCOjH 


500.8 (M + H) 


4.75 


2630 


CFjCOjH 


500.2 (M + H) 


4,85 


2631 


*=^->-^ 

CFsCQjH 


516.6 (M + H) 


4.81 


2632 


-J 

CFjCOjH 


516.6 (M + H) 


4.95 



(82 5) 



#iH2004-315511 (P2004-315511A) 



[^416] 



2633 


CFjCOjH 


584.6 (M + H) 


5.18 


2634 




560.6 (M + H) 


4.87 


2635 


CFiCQiH 


542.8 (M + H) 


4.80 


2636 


CFiCOjH 


566.6 (M + H) 


5.01 


2637 


-J 

CFaCOiH 


550.8 (M + H) 


4.95 


2638 


-J 

CF3C02H 


538.6 (M + H) 


5.20 



(826) 



#iH2004-315511 (P2004-315511A) 



[^417] 



2639 


CFjCOjiH 


488.6 (M + H) 


4.65 


2640 


"ID 

CFjCOjH 


482.6 (M + H) 


4.73 


2641 


CFsCQjH 


516.8 (M + H) 


4.97 


2642 


CF3CO2H 


566.6 (M + H) 


5.12 


2643 


CFjCOiH 


496.8 (M + H) 


4.89 


2644 


CFaCOjH 


560.0 (M + H) 


4.98 



(827) 



#iH2004-315511 (P2004-315511A) 



[^418] 



2645 


CFgCQiH 


550.6 (M + H) 


5.21 


2646 


CF3CO2H 


532.6 (M + H) 


4.99 


2647 


CFiOQjH 


532.6 (M + H) 


5.03 


264S 


ZCFsCOsH 


575.8 (M + H) 


4.80 


2649 


"^■-^^ 

CF,CQ,H 


486.6 (M + H) 


4.64 


2650 


CFjCOjH 


486.6 (M + H) 


4.66 



(828) 



#iH2004-315511 (P2004-315511A) 



[^419] 



2651 


CFjCOaH 


502-6 (M + H) 


4.72 


2«52 


CFjCOaH 


502.6 (M + H) 


4.87 


2«53 


CFiCOjH 


570.6 (M + H) 


5.03 


2654 


CFjCOaH 


546.6 (M + H) 


4.77 


2655 


CFjCOiH 


528.8 (M + H) 


4.68 


2656 


CF,COjH 


552.8 (M + H) 


4.89 



(829) 



#iH2004-315511 (P2004-315511A) 



[^420] 



2657 


CF,CO,H 


536.6 (M + H) 


4.85 


2658 


CFaCOiH 


524.8 (M + H) 


5.15 


2659 


CFjCOjH 


474.8 (M + H) 


4.63 


2660 


CFjCOjH 


468.4 (M + H) 


4.61 


2661 


CFaCQiH 


502.6 (M + H) 


4.86 


2662 


CFaCOjH 1 


546.6 (M + H) 


4.64 



(830) 



#iH2004-315511 (P2004-315511A) 



2663 


CI 

CFsCQjH 


536.4 (M + H) 


4.81 


2664 


CFjCQjH 


630.4 {M + H) 


4.85 


2665 


CFjCOjH 


604.6 (M + H) 


4.87 


2666 


CFjCOjH 


518.6 (M + H) 


4.67 


2667 


CFaCOjH 


5I8.6(M + H) 


4.90 


2668 


2CFsC02H 


561.6 (M + H) 


4.64 



(83 1) 



#iH2004-315511 (P2004-315511A) 



[^422] 



2669 


CFjCOiH 


500.8 (M + H) 


4.73 


2670 


CFaCOjH 


500.8 (M + H) 


4.74 


2671 


CFjCOiH 


516.6 (M + H) 


4.89 


2672 


CFaC02H 


516,6 (M + H) 


4.93 


2673 


CFjCOjH 


560.0 (M + H) 


4.89 


2674 


CFjCOjH 


542.8 (M + H) 


4.76 



(832) 



#iH2004-315511 (P2004-315511A) 



[^423] 



2675 


CFaCOjH 


566.6 (M + H) 


5-03 


2676 


CFaCOjH 


550.8 (M + H) 


4.96 


2677 


CFaCQiH 


538.8 (M + H) 


5.25 


2678 


CFjCOjH 


488.6 (M + H) 


4.67 


2679 


CFaCOjH 


482.4 (M + H) 


4.71 


2680 


CFjCOjH 


516.6 (M + H) 


4.95 



(833) 



#iH2004-315511 (P2004-315511A) 



2681 


CFjCQjH 


566.8 (M + H) 


5.07 


2682 


CFjCQjH 


496.8 (M + H) 


4.83 


1683 


CFjCOjH 


560.6 (M + H) 


5.01 


2684 


CI 

CF,CO,H 


550.6 (M + H) 


5.07 


2685 


CFaCOjH 


644.6 (M+H) 


5.29 


2686 


CFjCOjH 


61 8.6 (M + H) 


5.25 



(834) 



#iH2004-315511 (P2004-315511A) 



[^425] 



2687 


CF5CO2H 


532.6 (M + H) 


5.01 


2688 


HN 

CFjCOiH 


532,6 (M + H) 


5.04 


2689 


2CF3CO3H 


575.8 CM + H) 


4.75 


2690 


CF3CO2H 


484.6 (M+H) 


4.51 


2691 


CFjCOjH 


500,8 (M + H) 


4,59 


2692 


CFaCOjH 


500.8 (M + H) 


4.71 



(83 5) 



#iH2004-315511 (P2004-315511A) 



[^426] 



2693 


HN 

CFjCQjH 


544.6 (M + H) 


4.63 


2694 


CFSCO2H 


526.8 (M + H) 


4.55 


2695 


CFjCOsH 


550.6 (M + H) 


4.79 


2696 


CFjCOaH 


534.6 (M + H) 


4.69 


2697 


HN' 

CFsCQiH 


522.4 (M + H) 


5,03 


2698 


HN' 

CFiCOjH 


472.8 (M + H) 


4.43 



(836) 



#iH2004-315511 (P2004-315511A) 



[^427] 



2699 


HN' 

CFjCOjH 


466.6 (M + H) 


4.50 


2700 


CFjCOsH 


550.6 (M + H) 


4.87 


2701 


CF3CO3H 


480.6 (M + H) 


4.65 


2702 


CFjCOjH 


544.6 (M + H) 


4.75 


2703 


CFaCQjH 


534.6 (M + H) 


4.90 


2704 


CFiCOjH 


628.6 (M + H) 


5.08 



(837) 



#iH2004-315511 (P2004-315511A) 



[^428] 



2705 


CF,CQ,H 


602.6 (M + H) 


5.10 


2706 


CFaCOjH 


516.8 (M + H) 


4,71 


2707 


CFjCOsH 


3I6.S (M + H) 


4.81 


2708 


2CF3CQ2H 


559.6 (M + H) 


4.50 


2709 


J 

CF,COjH 


498.8 (M + H) 


4.64 


2710 


A 

CFiCOjH 


498.8 (M + H) 


4,73 



(838) 



#iH2004-315511 (P2004-315511A) 



[^429] 



2711 


J 

CFjCOiH 


514.8 (M + H) 


4.87 


2712 


J 

CF9CQ1H 


564.6 (M + H) 


4.93 


2713 


J 

CFjCCH 


548.6 (M + H) 


4.87 


2714 


J 

" % 

CF,COjH 


536.6 (M + H) 


5.19 


2715 


CFjCOjH 


603,8 (M + H) 


4.76 


2716 


CF,CQ,H 


603.4 (M + H) 


4.87 



(839) 



#iH2004-315511 (P2004-315511A) 



[^430] 



2717 


CFjCOjH 


671.6 (M + H) 


5.05 


2718 


CFjCOjH 


647.6 (M + H) 


4.79 


2719 


4- 
CF3C02H 


629.8 (M + H) 


4.67 


2720 


CFjCOjH 


653.8 (M + H) 


4.91 


2721 


CFjCOjH 


637.8 (M + H) 


4.8S 


2722 


°Y° 

CFjCOjH 


625.8 (M + H) 


5.14 



(840) 



#iH2004-315511 (P2004-315511A) 



[^431] 



2723 


J"" 

CFjCOiH 


575.6 (M + H) 


4,63 


2724 


CFaCOjH 


569.8 (M + H) 


4.66 


2725 


4- 

CF,CO,H 


603.8 (M + H) 


4.88 


2726 


"^-/^ 

CFJC02H 


653.8 (M + H) 


5.01 


2727 


CFjCOiH 


583.8 (M + H) 


4.77 


2728 


CFjCQiH 


647 (M + H) 


4.92 



(84 1) 



#iH2004-315511 (P2004-315511A) 



[^432] 



2729 


CFjCOjH 


637.8 {M + H) 


5.13 


2730 


CF,CO,H 


731.6 (M + H) 


5.19 


2731 


CFjCOiH 


705.8 (M + H) 


5.22 


2732 


CFjCOjH 


619.8 (M + H) 


4.91 


2733 


>^ 

CFjCOjH 


619.8 (M + H) 


4.93 


2734 


4- 

2CFJCO2H 


663.0 (M + H) 


4,67 



(842) 



#iH2004-315511 (P2004-315511A) 



2735 




631.8 (M + H) 


5.01 


2736 


CF^H 


699.0 (M + H) 


5.19 


2737 


CFaCOzH 


675.8 (M + H) 


4.95 


273* 


CFjCOjH 


657.8 (M + H) 


4.81 


2739 


CF3CO2H 


665,8 {M + H) 


4,97 


2740 


CFaCOjH 


653.8 (M + H) 


5.27 



(843) 



#iH2004-315511 (P2004-315511A) 



[^434] 



2741 


CFjCQjH 


603.4 (M + H) 


4.77 


2742 


CFjCQiH 


597.8 (M + H) 


4.79 


2743 


CF,CO,H 


63J.8(M + H) 


5.02 


2744 


CFjCOjH 


6«I.8(M + H) 


5.14 


2745 


CFjCOiH 


61 1.8 (M + H) 


4.93 


2746 


CFsCQjH 


675.0 (M + H) 


5.05 



(844) #iH2004-315511 (P2004-315511A) 

[^435] 



2747 


CFjCOjH 


665.8 (M + H) 


5.29 


2748 


CFaCOjH 


759.6 (M + H) 


5.31 


2749 


CFiCOiH 


733.8 (M + H) 


5.36 


2750 


CF,CO,H 


647.8 (M + H) 


5.05 


2751 


CF^COsH 


647.8 (M + H) 


5,08 


2752 


2CF,CQ,H 


691.0 (M + H) 


4.89 



(845) #|fH2004-315511 (P2004-315511A) 

[^436] 



2753 


CFjCOjH 


559.6 (M + H) 


4.51 


2754 


CFjCOiH 


575.6 (M + H) 


4.57 


2755 


CFaOOjH 


575.6 (M + H) 


4.69 


2756 


CFjCOjH 


619.6 (M + H) 


4,63 


2757 


02 

CF,CO,H 


625.8 (M + H) 


4.72 


2758 


CFjCOjH 


609.8 (M + H) 


4.67 



(846) 



#iH2004-315511 (P2004-315511A) 



[^437] 



2759 


CFjCOjH 


541.8 (M + H) 


4.45 


2760 


CFjCOiH 


625.8 (M + H) 


4.38 


2761 


CFjCO^ 


555.8 (M + H) 


4.57 


2762 


CFjCOaH 


609.8 (M + H) 


4,94 


2763 


CFjCOjH 


677.8 {M + H) 


5.05 


2764 


CFjCOjH 


59I.6(M + H) 


4.73 



(847) 



#iH2004-315511 (P2004-315511A) 



[^438] 



2765 


CFjCOiH 


591.6 (M + H) 


4.75 


2766 


2CF3CO3H 


635,0 (M + H) 


4.47 


2767 


NH 


503.6 (M + H) 


3.83 


2768 


2CFjC0jH 


503.6 (M + H) 


3.99 


2769 


2CF3CO,H 


571.6 (M + H) 


4,16 


2770 


2CF9CO}H 


547.6 (M + H) 


3.85 



(848) 



#iH2004-315511 (P2004-315511A) 



[^439] 



2771 


ZCFjCOjH 


529.6 (M + H) 


3.75 


2772 


2CF3CO,H 


553.8 (M + H) 


3.09 


2773 


2CFsCOiH 


537.6 (M + H) 


3.93 


2774 


2CF,C02H 


525.8 (M + H) 


4.22 


2775 


2CF,COjH 


475.6 {M + H) 


3.64 


2776 


2CF3COjH 


469.6 (M + H) 


3.71 



(849) #|H2004-315511 (P2004-315511A) 

[^440] 



nil 


2CF,COjH 


503.6 (M + H) 


3.97 


Ills 


2CF,COsH 


553.8 (M + H) 


4.17 


1119 


2CF,C0iH 


483.4 (M + H) 


3.87 


21M 


"■\ 

2CF3C02H 


547.6 (M + H) 


4.04 


2781 


"•"\„ 

2CF3COSH 


537.4 (M + H) 


4.23 


2782 


2CF,C02H 


631.6(M + H) 


4.23 



(850) 



#iH2004-315511 (P2004-315511A) 



[^441] 



2783 


2CF,C0,H 


605.8 {M + H) 


4.41 


27S4 


2CF»C0iH 


5]9.6 (M + H) 


4.01 


2785 


2CFaC0iH 


519.6 (M + H) 


4.07 


2786 


aCFaCOjH 


562.6 (M + H) 


3.77 


2787 


2CFaC0jH 


531.6 (M + H) 


3.90 


2788 


ZCFjCOjH 


531.6 (M + H) 


4.04 



(85 1) 



#|fH2004-315511 (P2004-315511A) 



[^442] 



2789 


2CF^O>H 


599.6 (M + H) 


4.24 


2790 


2CF3CQ2H 


575.0 (M + H) 


3.95 


2791 


2CF4CO2H 


557.6 (M + H) 


3.86 


2792 


MFjCOjH 


565.6 (M + H) 


4.03 


2793 


2CF,C02H 


554 (M + H) 


4.29 


2794 


2CFiC0,H 


503.6 (M + H) 


3.78 



(852) 



#|fH2004-315511 (P2004-315511A) 



[^443] 



2795 


ZCFsCQiH 


497.6 (M + H) 


3.83 


2796 


2CF]COjH 


531.6 (M + H) 


4.05 


2797 


2CFaCQiH 


582.0 (M + H) 


4.23 


2798 


2CFjC0iH 


511 (M + H) 


3.95 


2799 


HjN 

Oi 

2CF,C0,H 


575.6 (M + H) 


4.10 


2800 


2CF,C0^ 


565.0 (M + H) 


4.32 



(853) 



#iH2004-315511 (P2004-315511A) 



[^444] 



2801 


2CFsC0sH 


659.6 (M + H) 


4.35 


2802 


2CF,C0!H 


634.0 (M + H) 


4.43 


2803 




547.6 (M + H) 


4,09 


2804 


2CFsCCIiH 


547.6 (M + H) 


4.!5 


2805 




590.6 (M + H) 


3.93 


2806 




459.6 (M + H) 


4.07 



(854) 



#|fH2004-315511 (P2004-315511A) 



2807 


2CF,CO,H 


477.6 (M + H) 


4.07 


2808 


2CF3C02H 


475.6 (M + H) 


4.07 


2809 


2CF,CO,H 


475.6 (M + H) 


4.23 


2810 


2CF,C0iH 


501.8 (M + H) 


4.15 


281 1 


2CF,COiH 


509.4 (M + H) 


4,27 


2812 


2CF,C0jH 


525.6 (M + H) 


4.37 



(85 5) 



#iH2004-315511 (P2004-315511A) 



[^446] 



2813 


o, 


5I9.6{M + H) 


4.25 


2814 


2CF3CO2H 


509.4 (M + H) 


4.49 


2815 




603.0 (M + H) 


4.60 


2816 


2CF$C03H 


577.6 (M + H) 


4.72 


2817 




491 (M + H) 


4.31 


2818 


ZCFjCOjH 


491.6 (M + H) 


4.33 



(856) 



#iH2004-315511 (P2004-315511A) 



2819 




534.6 (M + H) 


4.01 


2820 




325.4 (M + H) 


3.91 


2821 


r 


359.4 (M+H) 


4.24 


2822 




409.4 (M + H) 


4.51 


2823 


r 


339.6 (M + H) 


4,09 


2824 


2Ka 


403.4 (M + H) 


4.28 



(857) 



#iH2004-315511 (P2004-315511A) 



[^448] 



2825 


h/r-X)^ h.o 


393.0 (M + H) 


4.57 


2826 




521.6 (M + H) 


4.69 


2827 




461.6 (M + H) 


4.77 


2828 




375.4 (M + H) 


4.33 


2829 


2HCI 


375.4 (M + H) 


4.39 


2830 


NH 

2HCI 


418.8 (M + H) 


4.33 



(858) 



#iH2004-315511 (P2004-315511A) 



[^449] 



2831 


2HC1 


343.4 (M + H) 


3.96 


2832 


2HCI 


343.4 (M + H) 


4.03 


2833 


2HCI 


359.4 (M + H) 


4.05 


2834 


2HCI 


359.4 (M + H) 


4.24 


2835 


2HCI 


403.4 (M + H) 


4.07 


2836 


NH 

2HCI 


385.4 (M + H) 


4.00 



(859) 



#iH2004-315511 (P2004-315511A) 



2837 


NH p 


409.4 (M + H) 


4.32 


2838 


NH 

2HCI 


393.6 (M + H) 


4.23 


2839 


2HCI 


381.6 (M + H) 


4.62 


2840 


r 


330.8 (M + H) 


3.83 


284t 


NH 

2HCI 


361.4 (M + H) 


4.05 


2842 


2HCI 


427.4 (M + H) 


4.51 



(860) 



#iH2004-315511 (P2004-315511A) 



[^451] 



2843 


H CI 
2CFsC0]H 


458.4 (M + H) 


3.22 


2S44 


ZCFjCOjH 


413.4(M + H) 


3.01 


2845 


2CF9CO2H 


432.6 (M + H) 


3.26 


2S46 


H 

2CF3COjH 


396.2 (M + H) 


2,S1 


2847 


2CF,C02H 


450.0 (M + H) 


3.09 


2848 


2CF3COsH 


408.4 (M + H) 


2.85 



(86 1) 



#iH2004-315511 (P2004-315511A) 



2849 


2CF,C0iH 


434.4 (M + H) 


2.89 


2850 


2CF,C0,H 


440.0 (M + H) 


3-20 


2851 


ZCFfiOtH 


482.4 (M + H) 


3.43 


2852 


2CPaC08H 


466.4 (M + H) 


2,71 


2853 


2CFjCO]H 


380.2 (M + H) 


2.72 


2854 


aCFjCOiH 


426.2 (M h H) 


2.91 



(862) #iH2004-315511 (P2004-315511A) 

[^453] 



285S 


2CF]CO}H 


450.0 (M + H) 


2.82 


28S6 




434.4 (M + H) 


2.69 


2857 




440.0 (M + H) 


2.85 


2858 


H CI 
2CF3C02H 


550.6 (M + H) 


3.80 


2859 


3CF,CQsH 


441.4 (M + H) 


3.03 


2860 


ZCFjCOjH 


446.6 (M + H) 


3.41 



(863) 



#|fH2004-315511 (P2004-315511A) 



[^454] 



2861 


2CF3CO1H 


448.4 (M + H) 


2.91 


2862 




424,2 {M + H) 


3,05 


2863 


H 


441.4 (M+H) 


2.68 


2864 


3CFjCOjH 


463.4 (M + H) 


2.76 


2865 


H 

2CFaC03H 


408.4 (M + H) 


2.91 


2866 


2CF,C0iH 


492.2 (M + H) 


3.30 



(864) #iH2004-315511 (P2004-315511A) 



2867 




464.2 (M + H) 


2.93 


2868 


2CF3CO2H 


474.4 (M H- H) 


3.27 


2869 




390.6 (M + H) 


2.88 


2870 


2CF3C^H 


482.2 (M + H) 


3,43 


2871 


2CF,C0>H 


408.4 (M + H) 


2.91 


2872 


ZCFsCOjH 


420.4 (M + H) 


2.91 



(865) #|H2004-315511 (P2004-315511A) 

[^456] 



2873 




468.2 (M + H) 


3.09 


2874 




406.4 (M + H) 


2.80 


2875 


2CFaC02H 


464.2 (M + H) 


2.97 


2876 




524.6 (M + H) 


3,12 


2877 


2CFaC0,H 


442.4 (M + H) 


3.10 


2878 


2CFsCC>jH 


426.2 (M + H) 


2.90 



(866) 



#iH2004-315511 (P2004-315511A) 



2879 




480.2 (M + H) 


2.89 


2880 




468.2 (M + H) 


3.07 


2881 


" OH 
2CF3C02H 


422.4 (M + H) 


2.61 


2882 


2CFSCO2H 


450.0 (M + H) 


2.93 


2883 


2CF^]H 


404.6 (M + H) 


3.01 


Z884 


2CF,C0,H 


436.4 (M + H) 


3.08 



(867) 



#iH2004-315511 (P2004-315511A) 



[^458] 



28S5 


2CFSCQ3H 


440.0 (M + H) 


3.18 


288« 


H T 


470.4 (M + H) 


3.25 


2887 




450.0 (M + H) 


3.01 


2S88 


2CF3C02H 


466.4 (M + H) 


3.40 


2889 


2CFaCO,H 


415.4 (M + H) 


2.83 


2890 


*^ CI 
ZCFaCOsH | 


458.4 (M+H) 


3.25 



(868) 



#iH2004-315511 (P2004-315511A) 



[^459] 



2891 


2CF)COjH 


468.2 (M + H) 


3.00 


2892 


2CF,C03H 


406.4 (M + H) 


2.66 


2893 


aCFjCOjH 


420.4 (M + H) 


2.92 


2894 




379:4 (M + H) 


2.71 


289S 


2CF3C02H 


434.4 (M + H) 


2.87 


2896 


2CFJC02H 


480.2 (M + H)\ 


3.17 



(869) 



#IH2004-315511 (P2004-315511A) 



[^460] 



2897 


H F 
ZCFaCOjH 


426.2 (M + H) 


2.98 


2898 


2CF,C0,H 


480.2 (M + H) 


2.99 


2899 


2CF,C02H 


528.4 (M + H) 


3.15 


2900 


2CF,CQ»H 


458.4 (M + H) 


3.19 


2901 


2CFjC02H 


480.2 (M + H) 


2.92 


2902 


2CF,C0iH 


470.4 (M + H) 


3.27 



(870) 



#iH2004-315511 (P2004-315511A) 



[^461] 



2903 


2CF3CO2H 


404,6 (M + H) 


2.87 


2904 


2CF3C02H 


4*0.4 (M + H) 


3.48 


2905 


2CF3C02H 


410.4 (M + H) 


2.96 


2906 




450.0 (M + H) 


3.03 


2907 


2CFjCOjH 


434,4 (M + H) 


3.08 


2908 


ZCFjCOjH 


452.2 (M + H) 


2.79 



(87 1) 



#iH2004-315511 (P2004-315511A) 



[^462] 



2909 


H 

2CFsC0jH 


396.2 (M + H) 


2.81 


2910 


BCFaCOiH 


459.4 (M + H) 


3.21 


2911 


H CI 
2CF3CO1H 


458.2 (M + H) 


3.08 


2912 


2CF,C0,H 


410.4 (M + H) 


2.88 


2913 


ZCFsCOjH 


426.2 (M + H) 


3.01 


3914 


aCFaCOjH 


429.4 (M + H) 


2.97 



(872) #iH2004-315511 (P2004-315511A) 

[^463] 



2915 


3CF3C02H 


507.2 (M + H) 


3.53 


2916 


2CFsCO,H 


522.4 (M + H) 


3.56 


3917 


aCFjOQjH 


483.2 (M + H) 


2.80 


2918 


Br 

SCFjCOiH 


507.2 (M + H) 


3.27 


2919 


H 

2CF3CO:H 


474.2 (M + H) 


3.10 


2920 


2CF3CO,H 


450.0 (M + H) 


3.00 



(873) 



#iH2004-315511 (P2004-315511A) 



2921 


H 1 


498.4 (M + H) 


3.15 


2922 


0- 

SCFjCOjH 


459.4 (M + H) 


2.99 


2923 


2CF3C02H 


476.0 (M + H) 


3.10 


2924 


H ct 


518.2 (M + H) 


3.10 


2925 


2CF3COiH 


476.2 (M + H) 


3.12 


2926 


2CFiC0jH 


490.4 (M + H) 


3.35 



(874) 



#iH2004-315511 (P2004-315511A) 



[^465] 



2927 


H 

2CF3CO3H 


434.4 (M + H) 


3.11 


2928 


2CF3CQ2H 


478.4 (M + H) 


3.29 


2929 


2CFaC02H 


438.2 {M + H) 


3.01 


2930 


3CFjC02H 


433.4 (M + H) 


2.59 


2931 


2CF,COsH 


438.2 (M + H) 


2.90 


2932 


2CF3CO,H 


456.2 (M + H) 


3.10 



(87 5) 



#|fH2004-315511 (P2004-315511A) 



[^466] 



2933 


H 

ZCFgCOiH 


492.2 (M + H) 


3.25 


2934 


F 

H F 
2CF3COjH 


476.2 (M + H) 


3.11 


293S 


2CF3CO3H 


490.4 (M + H) 


3.20 


2936 


2CF]C03H 


448.4 (M + H) 


3.17 


2937 


2CF3C02H 


489.6 (M + H) 


3.31 


2938 


"'N'' Br 
2CF3COjH 


528.2 (M + H) 


3.03 



(876) 



#iH2004-315511 (P2004-315511A) 



2939 


ZCFjCOjH 


476.2 (M + H) 


2.99 


2940 


2CF3C02H 


447.4 (M + H) 


2.66 


2941 


2CF3C02H 


532.4 (M + H) 


3.66 


2942 


2CF3C02H 


514.4(M + H) 


3.08 


2943 


H 

aCFjCOzH 


393.4 (M + H) 


2.79 


2944 


H 

2CF3COJH 


474.4 (M + H) 


3.24 



(877) 



#iH2004-315511 (P2004-315511A) 



[^468] 



2945 


» F-l-F 
F 

2CF3CQjH 


526.6 (M + H) 


3.44 


2946 


F 

ZCFjCOjH 


526.6 (M + H) 


3.42 


2947 


H 

2CF,COiH 


490.4 (M + H) 


3.35 


2948 


ZCFjCOjH 


462.2 (M + H) 


3.43 


2949 




418.6 (M + H) 


3.13 


2950 


SCFsCOjH 


458.4 (M + H) 


3.10 



(878) 



#|fH2004-315511 (P2004-315511A) 



[^469] 



2951 


2CF3CO2H 


476.4 (M + W) 


3.19 


2952 


2CF3COJH 


438.2 (M + H) 


2.95 


2953 


^N'' OH 

" OH 
2CF,C03H 


422.4 (M + H) 


2.61 


2954 


^ CI 
2CF3C02H 


458.2 (M + H) 


3.07 


2955 


H 


470.4 (M + H) 


3.45 


2956 


2CF3C02H 


471.6 (M + H) 


2.8S 



(879) 



#iH2004-315511 (P2004-315511A) 



2957 


2CFaC02H 


472.4 (M + H) 


3.36 


2958 


H I 
2CFjCO,H 


450 (M + H) 


2.75 


2959 


2CF,C0]H 


448.4 (M + 11) 


3.20 


2960 


2CF,C0,H 


508.4 (M + H) 


3.00 


2961 


2CFjC0,H 


420.4 (M + H) 


2.80 


2962 


2CF3COjH 


474.4 (M + H) 


3.20 



(880) 



#iH2004-315511 (P2004-315511A) 



[^471] 



2963 


2CF3C02H 


404.4 (M + H) 


2.87 


2964 


H 

2CF,CO,H 


458.2 (M + H) 


3.00 


2965 


3CF,COsH 


394.4 (M + H) 


2.30 


2966 


2CF3CQ2H 


505.4 (M + H) 


2.60 


2967 


2CF]COiH 


424.2 (M + H) 


3.00 


296S 


H OH 1 
2CF3C02H 


436.4 (M + H) 


2.71 



(881 ) 



#|fH2004-315511 (P2004-315511A) 



[^472] 



2969 


2CF,CQ2H 


432.4 (M + H) 


3.30 


2970 


ZCFjCOjH 


424.2 (M + H) 


2.95 


2971 


2CFiC02H 


415.4 (M+H) 


2.79 


2972 


2CF3C02H 


480.2 (M + H) 


3.00 


2973 


6 

2CFsCOjH 


496.2 (M + H) 


3.46 


2974 


ZCFsCOjH 


562.2 (M + H) 


2.99 



(882) 



#iH2004-315511 (P2004-315511A) 



[^473] 



297S 


2CF,C0,H 


4')2,4 (M + H) 


3.64 


2976 


2CF,C0iH 


492.2 (M + H) 


3.25 


2977 


ZCFjCOjH 


448.4 (M + H) 


3.22 


2978 


2CF,C02H 


456.2 (M + H) 


3.09 


2979 


ZCFaCOjH 


434.4 (M + H) 


2.89 


2980 


H 

2CF,CO,H 


436.4 (M f H) 


2.79 



(883) 



#iH2004-315511 (P2004-315511A) 



2981 


2CFjC0jH 


438,2 (M + H) 


2.91 


2982 


SCFjCOjH 


441.4 (M + H) 


2.55 


2983 


2CF,CO,H 


446.4 (M + H) 


3.13 


2984 


aCFaCOjH 


461,4 (M + H) 


2.46 


2985 


2CFiC02H 


422.2 (M + H) 


3.01 


2986 


2CFsCOjH 


5 10.2 (M + H) 


2.85 



(884) 



#iH2004-315511 (P2004-315511A) 



2987 


2CFjCOjH 


414.4 (M + H) 


2.86 


2988 


aCFjCQjH 


534.2 (M + H) 


3.13 


2989 


2CF,C03H 


424.2 (M + H) 


3.08 


2990 


F 

2CFsCOjH 


S10.4(M + H) 


3.32 


2991 


H CI 
aCFjCOjH 


510.4 (M + H) 


3.17 


2992 


2CF3C02H 


476.4 (M + H) 


3.17 



(885) 



#iH2004-315511 (P2004-315511A) 



2993 


F 

aCFjCOjH 


476.2 (M + H) 


3.21 


2994 


H p 
2CF3CO5H 


454.2 (M + H) 


2.77 


2995 


2CF,C0,H 


468.4 (M + H) 


2.89 


2996 


2CF3COSH 


418.6 (M + H) 


3.12 


2997 


2CF3CO3H 


496.4 (M + H) 


3.29 


2998 


3CF3C02H 


472.6 (M + H) 


2.99 



(886) 



#|fH2004-315511 (P2004-315511A) 



2999 


2CFjC0jH 


466.4 (M + H) 


3.37 


3000 


v., 

2CF,COjH 


574.2 (M + H) 


3.64 


3001 




430.4 (M + H) 


3.05 


3002 


2CF,CQtH 


532.4 (M + H) 


4.0s 


3003 


2CF3C03H 


552.0 (M + H) 


3,37 


3004 


CFjCOiH 


448.4 (M + H) 


3.51 



(887) 



#|fH2004-315511 (P2004-315511A) 



[^478] 



3005 




454.2 (M + H) 


3.91 


3006 


^ CI 
CFjCOjH 


472.4 (M + H) 


4.02 


3007 


CFaCOjH 


494.4 (M + H) 


4.01 


3008 




537,4 (M + H) 


3.77 


3009 


CF3CO2H 


418.6 (M + H) 


3.63 


3010 


CFjCOjH 


418.6 (M + H) 


3,51 



(888) 



#iH2004-315511 (P2004-315511A) 



3011 


H 

CFjCOjH 


396.2 (M + H) 


3.47 


3012 


CFsCOaH 


434.4 (M + H) 


3.52 


30J3 


CF,COjH 


395.4 (M+H) 


3.15 


3014 


CFjCOjH 


460.2 {M + H) 


4.03 


3015 


CFjCOjH 


418.6 (M HH) 


3.65 


3016 


CFaCOjH 


462.2 (M + H) 


4.09 



(889) 



#iH2004-315511 (P2004-315511A) 



[^480] 



3017 


CF,CQ,H 


484.2 (M ) H) 


3.79 


3018 


CF3C03H 


498.6 (M + H) 


3.88 


3019 


CFiCOjH 


483.2 (M + H) 


3.80 


3020 


CFjCOiH 


478.2 (M+H) 


3.49 


3021 




450,0 (M + H) 


3.6t 


3022 


CFjCOiH 1 


448,2 (M + H) 


3.70 



(890) 



#iH2004-315511 (P2004-315511A) 



[^481] 



3023 




554.4 (M + H) 


4.41 


3024 


CI 

CF3C02H 


598.2 (M ^ H) 


4.03 


3025 


CFjCOgH 


499.2 (M + H) 


3.59 


3026 




524.6 (M + H) 


3,84 


3027 




497.4 (M + H) 


3.80 


3028 


CFjCOjH 


410.2 (M + H) 


3.43 



(89 1) 



#iH2004-315511 (P2004-315511A) 



[^482] 



3029 


CFsCOjH 


468.2 {M + H) 


3.77 


3030 


CFjCOjH 


463.2 {M + H) 


3.73 


3031 


CFjCOjH 


490.4 (M + H) 


3.91 


3032 


f CF, 
CF,CX>,H 


490.4 (M + H) 


3.94 


3033 


CFjCQjH 


490.4 (M + H) 


3.85 


3034 


CFj 

CFjCOjH 


490.4 (M + H) 


3.87 



(892) 



#iH2004-315511 (P2004-315511A) 



3035 


CFaCOjH 


490.4 (M + H) 


3.63 


3036 


CFaCOjH 


490.2 (M + H) 


3.54 


3037 


CFiCOjH 


540.4 (M+H) 


3.95 


3038 


CFjCOjH 


440.4 (M + H) 


3.58 


3039 


CFaCOjH 


458,4 (M + H) 


3.56 


3040 


CFSC02H 


476.4 (M + H) 


3.83 



(893) 



#iH2004-315511 (P2004-315511A) 



[^484] 



3041 


H p 
CFaCOjH 


490.4 (M + H) 


3.82 


3042 




508.0 (M + H) 


3.85 


3043 


CFsCOiH 


438.2 (M + H) 


3.71 


3044 


CFjCOsH 


464;2 (M + H) 


3.65 


3045 


CF^COjH 


448.4 (M + H) 


3.47 


3046 


^ F 
CFjCOiH 


440,4 (M + H) 


3.59 



(894) #iH2004-315511 (P2004-315511A) 

[^485] 



3047 


CFjCOjH 


464.2 {M + H) 


3.36 


3048 


H 1 
CFjCQsH 


464.4 (M + H) 


3.39 


3049 


CFjCOiH 


432.4 {M + H) 


3.81 


3050 


CF3C01H 


448.4 (M + H) 


3.69 


3051 




438.2 (M + H) 


3.69 


3052 


CFaCOjH 


472.4 (M + H) 


4.03 



(895) #|H2004-315511 (P2004-315511A) 

[^486] 

(^(^o-:5^) 



3053 


" CN 
CFsCOjH 


429.2 (M + H) 


3.47 


3054 


CFjCOjH 


488.4 (M + H) 


4.60 


3055 


0 

CFjCOiH 


424.2 {M + H) 


3.41 


3056 




530:2 (M + H) 


3.83 


3057 


CFjCOjH 


446.4 (M + H) 


4.02 


3058 


H 

CFjCOjH 


43S.2 (M + H) 


3.70 



(896) 



#iH2004-315511 (P2004-315511A) 



[IS487] 



3059 


"'n'' O CFj 
CFjCOjH 


472.4 (M + H) 


3.55 


3060 


CFjCQjH 


506.4 (M K H) 


3.71 


3061 


CFsCOiH 


530.2 {M + H) 


3.6t 


3062 


CFjCOjH 


474 ;4 (M + H) 


4.41 


3063 


CFjCOjH 


476.4 (M + H) 


4.14 


3064 


CFjCOiH 


502.4 (M + H) 


4.83 



(897) 



#iH2004-315511 (P2004-315511A) 



[^488] 



3065 


CFjCOjH 


480.4 (M + H) 


4.09 


3066 


CFjCOjH 


486.4 (M + H) 


3.84 


3067 


CFjCOiH 


440.4 (M + H) 


3.46 


3068 


CFjCOjH 


494.4 (M + H) 


3.79 


3069 


H 

CFjCOjH 


472.4 (M + H) 


3.55 


3070 


CFjCOjH 


464.4 (M + H) 


3.63 



(898) 



#IH2004-315511 (P2004-315511A) 



[^489] 



3071 


CFjCOjH 


458.2 (M + H) 


3.69 


3072 


CFjCOjH 


440.4 (M + H) 


3.69 


3073 


CFaCQjH 


440.4 (M + H) 


3.66 


3074 


CFjCOjH 


422.4 (M + H) 


3.55 


3075 


CFjCOjH 


460.4 (M + H) 


4.24 


3076 


CFjCOjH 


429.2 (M + H) 


3.42 



(899) 



#iH2004-315511 (P2004-315511A) 



3977 


CFjCOjH 


434.4 (M + H) 


3.61 


3078 


CFiCQjH 


488.4 (M + H) 


3.86 


3079 


CF,CO,H 


51S.6(M + H) 


4.74 


3080 


CFjCOjH 


458.2 (M + H) 


3.68 


3081 


CFjCOjH 


410.4 (M + H) 


3.58 


3082 


CFsCQjH 


540.4 (M + H) 


4.19 



(9 00) 



#|fH2004-315511 (P2004-315511A) 



[11491] 



3083 


CFjCOjH 


422.2 (M + H) 


3.50 


3084 


CF3C02H 


494.4 (M + H) 


3.39 


3085 




440.0 (M + H) 


3.55 


3086 


CFjCOjH 


438.2 (M + H) 


3.48 


3087 


CFjCOiH 


454.2 (M + H) 


3.75 


3088 


H 

CFjCOjH 


472.4 (M + H) 


3.83 



(901) 



#IH2004-315511 (P2004-315511A) 



[^492] 



3089 


H 

CFjCOjH 


422.2 (M + H) 


3.51 


3090 


CF3C03H 


472.4 (M + H) 


3.87 


3091 


H 

CFjCOjH 


500.4 (M + H) 


3.03 


3092 


2CF,C0sH 


447.4 (M + H) 


2.59 


3093 


CFjCOjH 


486.4 (M + H) 


3.25 


3094 


CFaCOjH 


488.4 (M + H) 


2.81 



(9 02) 



#iH2004-315511 (P2004-315511A) 



[^493] 



3095 


CF3C02H 


452.4 (M + H) 


2.98 


3096 


"TO 


496.4 (M + H) 


3.29 


3097 




448.4 (M + H) 


2.77 


3098 


H 


458,4 (M + H) 


3.06 


3099 


H 

CFjCQiH 


484.4 CM + H) 


3.40 


3100 


CFjCOiH 


41 8.6 (M ^ H) 


2.69 



(9 03) 



#iH2004-315511 (P2004-315511A) 



[^494] 



3101 


2CF3CO,H 


496.4 (M + H) 


3,01 


3102 


CFjCOjH 


483.4 (M + H) 


2.79 


3103 


CFjCOtH 


420.4 (M + H) 


2.76 


3104 


CFaCOjH 


516.2 (M+H) 


3.03 


3105 




480,4 (M + H) 


2,41 


3106 


CFjCOjH 


483.2 (M + H) 


2.84 



(904) #iH2004-315511 (P2004-315511A) 



3107 


ZCFjCOiH 


455 (M + H) 


2.45 


3108 


2CFjC0iH 


455.2 (M + H) 


3.19 


3109 


CFaCOiH 


461.4 (M + H) 


2.60 


3110 


2CF,CQ,H 


470.4 (M + H) 


2.74 


3111 


^ 0 

CF3C03H 


446.6 (M + H) 


2.61 


3112 


OH 

CFjCO,H 


464.4 (M + H) 


235 



(9 0 5) 



#iH2004-315511 (P2004-315511A) 



[^496] 



3113 


O 

cfjCOjH 


468.4 (M + H) 


3.04 


3114 


2CF3CO2H 


456.2 (M H) 


2.44 


3115 


ZCFsCOsH 


455.2 (M + H) 


2.M 


3116 


^N-" 0 OH 
" CI 

CF3C02K 


454.2 {M + H) 


3.21 


3117 


2CF3COJH 


433.6 (M + H) 


2.34 


3118 


ZCFjCCfjH 


444.6 {M+) 


2.93 



(9 06) 



#iH2004-315511 (P2004-315511A) 



[11497] 



3119 


H 

2CFjC0jH 


42r.4(iVf + H) 


2.23 


3120 


CF3C02H 


506.4 {M + H) 


3,31 


3121 


aCFjCQjH 


5]1,6(M + H) 


3.21 


3122 


CFjCOjH 


479.4 (M + H) 


3.60 


3123 


CF,COjH 


434.4 (M + H) 


2.37 


3124 


CFjCOjH 


5!6.4(M + H) 


3.02 



(9 07) 



#iH2004-315511 (P2004-315511A) 



[^498] 



3125 


H 

CFjCOjH 


394.4 (M + H) 


2.45 


3126 


CFjCOiH 


450.2 (M + H) 


2.41 


3127 


2CF,C0,H 


477.0 (M + H) 


2.88 


3128 


2CFaC02H 


405.6 (M + H) 


2.61 


3129 


CFjCOjH 


472.6 {M + H) 


3.17 


3130 


CFjCOjH 


464.4 (M + H) 


2.59 



(9 08) 



#|fH2004-315511 (P2004-315511A) 



[11499] 



3131 


CFjCOjH 


484.2 (M + H) 


2.99 


3132 


ZCFjCOjH 


453.0 (M + H) 


2.45 


3133 


^N'' 0 OH 
CFsCOiH 


488.4 (M + H) 


3.59 


3134 


0 X^' 

CFjCOjH 


454,2 (M + H) 


2.81 


3135 


2CF3CO2H 


421.4 (M + H) 


2.89 


3136 


OH 

CFaCOjH 


468.4 (M -y il) 


2.53 



(9 09) 



#iH2004-315511 (P2004-315511A) 



[^500] 



3137 


" CI 
2CFaC02H 


483.2 (M + H) 


2.83 


3138 


CFjCOjH 


487.4 {M+2H+) 


3.40 


3139 


CFjCOjH 


445.6 (M + H) 


2.36 


3140 


2CF3COaH 


453.2 (M + H) 


2.46 


3141 


CFaCOjH 


478.4 (M + H) 


2.77 


3142 


CFaCOjH 


672.2 (M + H) 


3.92 



0) 



#|fH2004-315511 (P2004-315511A) 



[11501] 



3143 


'^N'' 0 OH 

CFjCOiH 


576.2 (M + H) 


3.71 


3144 


2CF)C02H 


421.2 (M + H) 


2.01 


3I4S 


" NO, 
CFjCOjH 


494.4 (M + H) 


2.77 


3146 


2CF,C0,H 


405.6 (M + H) 


1.99 


3147 


CFjCOjH 


488.4 (M + H) 


3.13 


3148 


CFaCOiH 


430.4 (M + H) 


2.91 



(911) 



#iH2004-315511 (P2004-315511A) 



[11502] 



3149 


2CF,CO,H 


459.4 (M + H) 


2.47 


3150 


" 0 

CFjCOiH 


486.6 (M + H) 


2.93 


3151 


CFjCOiH 


474.4 (M + H) 


3.03 


3152 


" NO, 
CFaCOjH 


465.2 (M + H) 


3.13 


3153 


" 9r 
2CF3C02H 


483.4 (M + H) 


2.67 


3154 


CFjCOjH 


556.4 (M + H) 


2.84 



(9 12) 



#iH2004-315511 (P2004-315511A) 



[^503] 



3155 


2CFjCOsH 


443.4 (M + H) 


2.94 


3156 


CF,CO,H 


508,2 (M + H) 


3.20 


3157 


CFjCOjH 


440.0 (M + H) 


2,72 


3158 


CFjCCfeH 


532.4 (M + H) 


3.58 


3159 


H 

CFjCOjH 


535.4 (M + H) 


3.51 


3160 


CI 

CFjCOjH 


504.4 (M + H) 


3.49 



3) 



#iH2004-315511 (P2004-315511A) 



[^504] 



3161 


CFjCOjH 


572.4 (M + H) 


3.71 


3162 


CFjCOjH 


460.2 (M + H) 


3.80 


3163 


CF3CO4H 


589.2 {M + H) 


4.00 


3164 


CFjCOjH 


492a (M + H) 


3.90 


3165 


CFjCOjH 


478.2 (M + H) 


3.80 


3166 


CFjCOjH 


607.6 (M + H) 


4.00 



(9 14) 



#iH2004-315511 (P2004-315511A) 



3167 


CFjCOjH 


504.2 (M + H) 


3.40 


3I6S 


CFaCOjH 


506.2 (M + H) 


3.90 


3169 


CF,CQ,H 


480.2 (M + H) 


3.80 


3170 


CFjCOjH 


466.2 (M + H) 


3.70 


3171 


CFsCOjH 


515.2 (M + H) 


3.90 


3172 


CFaCOjH 


644,2 (M + H) 


4.t0 



(9 15) 



#IH2004-315511 (P2004-315511A) 



[^506] 



3173 


CF3CO5H 


488.2 (M + H) 


3.90 


3174 


CFsCOjH 


474.4 (M + H) 


3.80 


3175 


CFsCOjH 


525.4 (M + H) 


3.70 


3176 


CFjCOiH 


654.2 {M + H) 


3.90 


3177 


CFjCOzH 


428.2 (M + H) 


3.10 


3178 


H 

CFjCOjH 


414.4 (M + H) 


2.90 



(9 16) 



#iH2004-315511 (P2004-315511A) 



3179 


2CF3CO,H 


506.4 (M + H) 


3.04 


3180 


2CF3CO2H 


578.8 (M + H) 


3.50 


3181 


2CF3CO2H 


520.6 (M + H) 


3.19 


3183 


2CFJCO2H 


448.4 (M + H) 


2.80 


3183 


2CF3C02H 


494.6 (M + H) 


2.66 


3184 


2CF3C02H 


478.4 (M + H) 


2.66 



(9 17) 



#iH2004-315511 (P2004-315511A) 



[^508] 



3185 


2CFjC02H 


492.6 (M + H) 


2.94 


3186 


2CF,C02H 


464.4 (M + H) 


2.65 


3J87 


2CFjC02H 


464.4 (M + H) 


2.68 


3188 


2CF3C02H 


566.4 (M + H) 


3.03 


3189 


2CF3CO2H 


5I2.6(M + H) 


2.85 


3190 


2CF3CO,H 


474.4 (M + H) 


3.09 



8) 



#iH2004-315511 (P2004-315511A) 



3191 


BCFjCOjH 


477.4 (M + H) 


2.51 


3192 


2CF,C02H 


464.4 (M + H) 


2.67 


3193 


2CF3CO1H 


494.6 (M + H) 


2.78 


3194 


2CFJCO2H 


494.6 (M + H) 


2.60 


3195 


2CF3CO2H 


434.6 (M + H) 


2,67 


3196 


H 

2CF,C02H 


546.4 (M + H) 


4.30 



(9 19) 



#iH2004-315511 (P2004-315511A) 



[^510] 



3197 


2CFjC02H 


606.6 (M + H) 


3.95 


3198 


2CF3CO2H 


536.6 (M + H) 


3.83 


3199 


2CF3CO2H 


492.4 (M + H) 


2.97 


3200 


2CF3COiH 


478.4 (M + H) 


2.79 


3201 


H 

ZCFjCOjH 


542,0 (M + H) 


2,85 


3202 


2CF3CO2H 


492.6 (M + H) 


2.81 



(9 20) 



#iH2004-315511 (P2004-315511A) 



[HSU] 



3203 


2CF3COJH 


590.4 (M + H) 


3.02 


3204 


CI 

H 

2CFJCO2H 


502.2 (M + H) 


2.91 


3205 


2CF3COiH 


480.4 (M + H) 


2.51 


3206 


H 1 
2CF3COJH 


536.4 (M + H) 


3.21 


3207 


3CF3CO2H 


443.6 (M + H) 


2.66 


3208 


H 1 

2CF3CO,H 


536.4 (M + H) 


3.08 



(921) 



#iH2004-315511 (P2004-315511A) 



3209 


2CF3CO,H 


520.0 (M H) 


3.51 


3210 


2CF3CO1H 


480.4 (M + H) 


2.58 


3211 


2CF,C02H 


552.0 (M + H) 


3.11 


3212 


" ^!^:> 

0^ 

2CFJCO2H 


464.4 (M + H) 


3.22 


3213 


2CF3CO2H 


450.4 (M + H) 


2.70 


3214 


2CFiCOjH 


450,4 (M + H) 


2.5S 



(9 22) 



#iH2004-315511 (P2004-315511A) 



3215 


O^^N 

2CF3C02H 


480.4 (M + H) 


2.73 


3216 


3CF3C02H 


429.4 {M + H) 


3.29 


3217 


2CF3C02H 


480.2 (M + H) 


2.78 


3218 


2CF3C02H 


522.4 (M + H) 


3.77 


3219 


2CF3C02H 


450.2 (M + H) 


2.57 


3220 


2CF3C02H 


498.0 (M + H) 


2,97 



(9 23) 



#|fH2004-315511 (P2004-315511A) 



[11514] 



3221 


2CF3COjH 


478.4 (M + H) 


3.17 


3232 


2CF3CO2H 


480.0 (M + H) 


3.08 


3223 


k 

2CF3CO,H 


590.2 (M + H) 


4.20 


3224 


OCAn'-V^ Br 

2CF3CO2H 


576.4 (M + H) 


3.95 


3225 


2CF3CO2H 


512.4 (M + H) 


3.86 


3226 


CF3CO2H 1 


472.4 (M + H) 


3.07 



(9 24) 



#iH2004-315511 (P2004-315511A) 



[11515] 



3227 


H 

CF3CO2H 


540,6 (M + H) 


3.75 


3228 


H 

CFjCOjH 


464.4 (M + H) 


3.07 


3229 


2CF3CO2H 


478.4 (M + H) 


3.40 


3230 


H F-f-F 
F 

2CF3CO2H 


552.6 (M + H) 


3.50 


3231 


2CF3CO2H 


590.2 (M + H) 


3,60 


3232 


H 

2CF3CO2H 


4l8.6(iVl + H) 


3.25 



(9 2 5) 



#iH2004-315511 (P2004-315511A) 



[11516] 



3233 


2CF3C02H 


382:2 (M + H) 


2.67 


3234 


H 

2CF3CO2H 


436.4 (M + H) 


3.05 


3235 


2CF3COjH 


394.4 (M + H) 


2.75 


3236 


2CF3CO,H 


420.4 (M + H) 


2.82 


3237 


H 

2CF3CO2H 


426.4 (M + H) 


3.17 


3238 


9 

2CF,C02H 


468.4 (M + H) 


3.44 



(9 26) 



#iH2004-315511 (P2004-315511A) 



[11517] 



3239 


H 

2CF,C02H 


452.2 (M + H) 


2.69 


3240 


2CFjC02H 


436.4 (M + H) 


2.80 


3241 


2CF3C02H 


426.2 (M + H) 


2.79 


3242 


2CF3C02H 


536.4 (M + H) 


3,75 


3243 


H 

3CF3CO2H 


427.2 (M + H) 


2,95 


3244 


H 

2CF3CO2H 


432.4 (M + H) 


3.41 



(9 27) 



#|fH2004-315511 (P2004-315511A) 



3245 


H 

2CF,C02H 


434.2 (M + H) 


2.84 


3246 


2CF3CO2H 


410.2 (M + H) 


3.02 


3247 


3CF3CO2H 


427.4 (M + H) 


2.61 


3248 


2CF3CO2H 


450.4 (M + H) 


2.91 


3249 


F 

2CF3C02Fr 


460.4 (M + H) 


3.19 


3250 


2CF3COjH 


468.4 (M + H) 


2.79 



(928) #|fH2004-315511 (P2004-315511A) 

[11519] 



3251 


2CF3CO,H 


394,4 (M + H) 


2.83 


3252 


2CF3COjH 


454.2 (M + H) 


3.08 


3253 


WAn-^n^^ oh 
2CF3CO2H 


392.4 (M + H) 


2.73 


3254 


2CF3CO3H 


450.4 (M + H) 


2.92 


3255 


F 

3CF3CO2H 


510.4 (M + H) 


3.17 


32S6 


H 

2CF3CO2H 


428.2 (M + H) 


3.08 



(9 29) 



#IH2004-315511 (P2004-315511A) 



[^520] 



3257 


H 

2CF,COjH 


392.4 (M + H) 


2.63 


3258 


H 

2CF3CO2H 


412.2 (M + H) 


2.83 


32S9 


2CF3COJH 


466.4 (M + H) 


2.89 


3260 


Br 

2CF3COiH 


454.0 (M + H) 


3.05 


3261 


H 

2CF3CO2H 


408.2 (M + H) 


2,53 


3262 


2CF3C02H 


390.4 (M + H) 


2.92 



(9 30) 



#|fH2004-315511 (P2004-315511A) 



[11521] 



3263 


H 

2CFjC0jH 


422.2 (M + H) 


3.05 


3264 


2CFjC02H 


456.4 (M + H) 


3.25 


326S 


2CFJCO3H 


452.2 (M + H) 


3.37 


3266 


2CF3C02H 


401.2 (M + H) 


2.76 


3267 


2CF3CO2H 


444,4 (M + H) 


3.17 


3268 


H 

ZCFiCOjH 


392.4 (M + H) 


2.61 



(931) 



#iH2004-315511 (P2004-315511A) 



[11522] 



3269 


2CF3CO2H 


406.4 (M + H) 


2.86 


3270 


3CF^2H 


365.4 (M + H) 


2.61 


3271 


2CF3CO2H 


420.4 (M + H) 


2.83 


3272 


2CF3C02H 


466.4 (M + H) 


3.10 


3273 


H 

2CF3CO3H 


514.4 (M + H) 


3.13 


3274 


F 

H 

2CF3CO2H 


444.4 (M + H) 


3.17 



(9 32) 



#IH2004-315511 (P2004-315511A) 



[^523] 



3275 


H 

2CF,C02H 


466.4 (M + H) 


2.86 


3276 


H 

2CF3COJH 


456.2 (M + H) 


3.22 


3277 


2CF3C02H 


446.6 (M + H) 


3.45 


3278 


0'' 

2CF3CO3H 


436.4 (M + H) 


2.95 


3279 


H 

2CF,C02H 


420.2 (M + H) 


3.03 


3280 


H 

2CF3CO2H 


382.4 {M + H) 


2.72 



(9 33) 



#|fH2004-315511 (P2004-315511A) 



[11524] 



3281 


H 

2CF3CO2H 


444.4 (M + H) 


3.07 


3282 


2CF3C02H 


396.2 (M + H) 


2.79 


3283 


2CF3CO2H 


412.4 (M + H) 


2.95 


3284 


32CF3CO2H 


493.4 (M + H) 


3.57 


3285 


2CF3CO2H 


508.2 (M + H) 


3.52 


3286 


H 

2CF,C02H 


469.6 (M + H) 


2.76 



(9 34) 



#iH2004-315511 (P2004-315511A) 



3287 


H 

H Br 
SCFjCOjH 


493.2 (M + H) 


3.17 


3288 


Br 

2CF3C02H 


460.2 (M + H) 


2.95 


3289 


2CF3q02H 


484.2 {M + H) 


3.14 


3290 


F 

2CF3C02H 


462.2 (M + H) 


3,11 


3291 


X N jO"'' 

H 

2CFJCO2H 


462.2 (M + H) 


3.11 


3292 


F 

2CF3CO2H 


476,4 (M + H) 


3.39 



(9 3 5) 



#|fH2004-315511 (P2004-315511A) 



[^526] 



3293 


H 1 

2CF3C03H 


420.4 (M + H) 


3.05 


3294 


H 1 

2CF3C02H 


464.2 {M + H) 


3.21 


3295 


F 

2CF3CO3H 


424.2 (M + H) 


2.94 


3296 


3CF3C02H 


419.4 (M + H) 


2.51 


3297 


SCFjCOjH 


366.4 (M + H) 


2.26 


3298 


"n" h ''T^°" 

^'■'^ N N ""^^ 

2CF,C0,H 


424.2 (M + H) 


2.93 



(9 36) 



#iH2004-315511 (P2004-315511A) 



[11527] 



3299 


H 

2CFjCO,H 


442.4 (M + H) 


2.97 


3300 


F 

2CF3C02H 


478.2 (M + H) 


3.19 


3301 


F 

H F 

2CF3CO2H 


462.2 (M + H) 


3.05 


3302 


2CF3COJH 


476.4 (M+H) 


3.20 


3303 


2CFJCO2H 


366.4 (M + H) 


2.64 


3304 


2CF3CO2H 


412.4 (M + H) 


2.8S 



(9 37) 



#|fH2004-315511 (P2004-315511A) 



[^528] 



3305 


OH 

2CFjC02H 


420.4 (M + H) 


2.67 


3306 


SCFjCOtH 


449.4 (M + H) 


2.74 


3307 


F 

2CFjC02H 


394.4 (M + H) 


2.86 


3308 


H 

2CF3CO,H 


478.2 (M + H) 


3.38 


3309 


2CF3C02H 


444.4 (M + H) 


3.09 


3310 


H 

2CFjC0,H 


376.4 {M + H) 


2.82 



(9 38) 



#IH2004-315511 (P2004-315511A) 



3311 


2CF3CO2H 


406.4 (M + H) 


2.87 


3312 


2CF3C02H 


436.4 (M + H) 


2.1)1 


3313 


2CF3C02H 


426.2 (M + H) 


3.13 


3314 


2CF3CO2H 


436.4 (M + H) 


2.99 


3315 


2CF3C02H 


454.0 (M + H) 


2.97 


3316 


F 

2CFJC02H 


412.4 (M + H) 


2.92 



(9 39) 



#iH2004-315511 (P2004-315511A) 



3317 


2CF3C02H 


4M.4 (M + H) 


2.95 


33t8 


H 

2CF3COJH 


390.4 (M + H) 


2.95 


3319 


2CFJCO2H 


396.2 (M + H) 


2.89 


3320 


H 

2CF3C02H 


438.2 (M + H) 


2.76 


3321 


SCFjCO^H 


445.4 (M + H) 


3.16 










3322 


SCFjCOjH 


415,4 (M + H) 


2.96 



(940) 



#|fH2004-315511 (P2004-315511A) 



3323 




445.4 (M + H) 


2.96 


3324 


2CF3CO1H 


504.2 (M + H) 


3.11 


3325 


H 

2CF3CO2H 


434.4 (M + H) 


3.17 


3326 


F 

2CF3CO2H 


476.2 (M + H) 


3.27 


3327 


2CF3CO2H 


514.4 (M + H) 


3.07 


3328 


H F 

acFjCOjH 


462.2 (M + H) 


2.99 



(941) #iH2004-315511 (P2004-315511A) 

[11532] 



3329 


2CF,C02H 


433.2 (M + H) 


2.63 


3330 


CI 

2CF3COJH 


518,4 (M + H) 


3.63 


3331 


2CF3COJH 


500.4 (M + H) 


3.09 


3332 


3CF3CO2H 


379.4 (M + H) 


2.77 


3333 


H 

ICFjCOjH 


460.2 (M + H) 


3.31 


3334 


F 

2CF3CO2H 


512.4 (M+H) 


3.51 



(942) 



#iH2004-315511 (P2004-315511A) 



3335 


2CF3CO2H 


512.6 (M + H) 


3.51 


3336 


2CFjC02H 


A76.2 (M + H) 


3.39 


3337 


2CF3CO2H 


448.4 (M + H) 


3.42 


3338 


2CF3CO1H 


404.4 (M + H) 


3.17 


3339 


H F 

2CF3CO2H 


444.4 (M + H) 


3.13 


3340 


F 

H 

2CF5CO2H 


462,2 (M + H) 


3.21 



(943) 



#IH2004-315511 (P2004-315511A) 



[^534] 



3341 


2CF3CO2H 


424.2 (M ^ H) 


2.97 


3342 


N N 

2CF3COJH 


444.6 (M + H) 


3.16 


3343 


vP 

SCFjCOjH 


469.4 (M + H) 


3.47 


3344 


2CF3C02H 


456.4 (M + H) 


3.47 


3345 


2CF3C02H 


457,4 (M + H) 


3.09 


3346 


H 

2CF3CO2H 


458.2 (M + H) 


3.37 



(944) 



#iH2004-315511 (P2004-315511A) 



[11535] 



3347 


2CF3CO2H 


436.4 (M + H) 


2.83 


3348 


? 

2CF3C02H 


434.4 (M + H) 


3.30 


3349 


2CF3CO2H 


494.4 (M + H) 


2.98 


33S0 


2CF3COJH 


406.4 (M + H) 


2.80 


3351 


F 

2CF3C02H 


460.4 (M + H) 


3.20 


3352 


2CF,C02H 


390.4 (M + H) 


2.97 



(94 5) 



#|fH2004-315511 (P2004-315511A) 



3353 


H 

2CF3C02H 


444.2 (M I- H) 


3.01 


3354 


H 

SCFjCOjH 


380.2 (M + H) 


2.27 


3355 


2CF3CO2H 


491.4 (M+H) 


2.55 


3356 


2CFjC02H 


410.4 (M + H) 


3.05 


3357 


H 

2CF3COJH 


422.2 (M + H) 


2,69 


3358 


2CFjCOjH 


418.6(M + H) 


3.36 



(946) #|H2004-315511 (P2004-315511A) 

[11537] 



3359 


2CFjC0iH 


410.4 (M + H) 


2.97 


3360 


H 

2CF3CO2H 


401.2 (M + H) 


2.81 


3361 


F 

2CFjCO,H 


466.2 (M + H) 


3.01 


3362 


aCFjCOiH 


482.4 (M + H) 


3.43 


3363 


2CF5C02H 


548.4 (M + H) 


3.03 


3364 


? 

3CF3C02H 


543.6 (M + H) 


3.95 



(947) 



#iH2004-315511 (P2004-315511A) 



[^538] 



3365 


2CF3COjH 


47J.4 (M + H) 


3.64 


3366 


F 

H 

2CF3CO2H 


478.4 (M + H) 


3.29 


3367 


2CF3COJH 


434.4 (M + H) 


3.20 


3368 


2CF3CO2H 


442.4 (M + H) 


3.09 


3369 


2CF3COJU 


420.4 (M + H) 


2.87 


3370 


H 

2CF3CO2H 


422,2 (M + H) 


2.79 



(948) 



#iH2004-315511 (P2004-315511A) 



3371 


N N 

2CF3CO2H 


424.2 (M + ^r) 


2.96 


3372 


aCFjCOjH 


427.2 (M + H) 


2.53 


3373 


„9 

2CFJCO2H 


432.4 (M + H) 


3.12 


3374 


3CF3C02H 


447.4 (M + H) 


2.45 


3375 


F 

H 

2CF3CO2H 


408.2 (M + H) 


3.02 


3376 


2CF3CO2H 


496.4 (M + H) 


2.81 



(949) 



#iH2004-315511 (P2004-315511A) 



[^540] 



3377 


Ct 

fy^N ^^^^ 
2CF3C02H 


400.2 (M + H) 


2.81 


3378 


H 

2CF3COjH 


520.2 (M + H) 


3.14 


3379 


2CF3CO2H 


410.4 (M + H) 


3.12 


3380 


CI 

2CF3C02H 


496.4 (M + H) 


3.40 


3381 


2CF3C02H 


496.4 (M + H) 


3.17 


3382 


F p 

ZCFjCOjH 


462.2 (M + H) 


3.19 



(9 50) 



#iH2004-315511 (P2004-315511A) 



[11541] 



3383 


F 

2CF3CO2H 


462.2 (M + H) 


3.28 


3384 


H 

2CF3CO2H 


440.4 (M + H) 


2.74 


33S5 


2CFjC0iH 


454.2 (M + H) 


2.89 


338« 


2CF3CO2H 


404.4 (M + H) 


3.09 


3387 


2CF3CO2H 


482.2 (M + H) 


3.29 


3388 


' f 

H 

3CF3CO2H 


458.4 {M + H) 


2,99 



(951) 



#iH2004-315511 (P2004-315511A) 



[11542] 



3389 


H 

2CF3C02H 


452.2 (M + H) 


3.40 


3390 


H 

aCFjCOjH 


560.2 (M + H) 


3.73 


3391 


JCFjCOjH 


416.4 (M + H) 


2.99 


3392 


2CFjCOjH 


518.6 (M + H) 


4.08 


3393 


2CF3COJH 


436.4 (M + H) 


2.95 


3394 


CF3CO2H 


434.4 (M + H) 


3.30 



(9 52) 



#iH2004-315511 (P2004-315511A) 



3395 


H 

CFjCOjH 


440.4 (M + H) 


4.26 


3396 


H 

CFjCOjH 


458.2 (M + H) 


4.39 


3397 


CFjCOjH 


480.4 (M + H) 


4.37 


3398 


CF3CO2H 


523-6 (M + H) 


4.15 


3399 


CF3CO2H 


404.4 (M + H) 


3.46 


3400 


CFjCOjH 


404.4 (M + H) 


3.75 



(9 53) 



#IH2004-315511 (P2004-315511A) 



340) 


CF,COiH 


382.4 (M + 11) 


3.65 


3402 


CF3CO2H 


420.4 {M + H) 


3.81 


3403 


CFjCOjH 


381.2 (M + H) 


3.33 


3404 


CF3CO2H 


404.4 (M + H) 


3.93 


3405 


CF3CO2H 


435,2 (M + H) 


3.40 


3406 


CF3C02H 


484.4 (M + H) 


4.15 



(9 54) 



#iH2004-315511 (P2004-315511A) 



3407 


H 

CFjCOjH 


469.4 (M + I I) 


4.20 


3408 


H 

CFjCOjH 


436.2 (M + H) 


3.88 


3409 


CF3C02H 


434.4 (M + H) 


3.91 


3410 


CFjCOjH 


558.4 (M + H) 


4.92 


3411 


2CF3C02H 


483.4 (M + H) 


4.08 


3412 


H 

CFjCOjH 


396.2 (M + H) 


3.68 



(9 5 5) 



#iH2004-315511 (P2004-315511A) 



3413 


CFjCOjH 


454.2 {M + H) 


3.70 


3414 


CFjCOjH 


449.4 (M + H) 


4.09 


3415 


CFjCOjH 


476.2 (M + H) 


4.33 


3416 


F 

CFjCOjH 


476.4 (M + H) 


3.60 


3417 


F 

CF3CO2H 


476.4 (M + H) 


4.23 


3418 


CF3CO2H 


476.4 (M + H) 


4.38 



(9 56) 



#IH2004-315511 (P2004-315511A) 



[^547] 



3419 


CFjCOjH 


426.2 (M -t- H) 


3.87 


3420 


CF3CO2H 


444.4 (M + H) 


3.86 


3421 


F 

CFjCOjH 


4622 (M + H) 


4.15 


3422 


CFjCOjH 


424.2 (M + H) 


4.06 


3423 


H 

CF3CO1H 


450.4 (M + H) 


4.03 


3424 


CFjCOjH 


434.2 (M f H) 


3.75 



(9 57) 



#|fH2004-315511 (P2004-315511A) 



3425 


CFjCOiH 


426.2 (M + H) 


3.88 


3426 


CFjCO^H 


450,4 (M + H) 


3.64 


3427 


CF3CO2H 


450.4 (M + H) 


3.55 


3428 


CFaCOjH 


418.6 (M + H) 


4.17 


3429 


H 

CFjCO,H 


434.4 (M + H) 


4.03 


3430 


H 

CFjCOjH 


458.2 (M + H) 


4.45 



(9 58) 



#iH2004-315511 (P2004-315511A) 



3431 


CFjCOiH 


415.4 (M + H) 


3.76 


3432 


CFjCOjH 


474.4 (M ^ H) 


5,06 


3433 


CFjCOjH 


410.2 (M + H) 


3.64 


3434 


CF3C02H 


516.2 (M + H) 


4.24 


3435 


CI 

H 

CF3C02H 


424.2 (M + H) 


4.09 


3436 


H 

CFjCOjH 


458.2 (M + H) 


3.89 



(9 59) #|H2004-315511 (P2004-315511A) 

[11550] 

(^(^O^gr) 



3431 


H 

CFjCOjH 


516.2 (M + H) 


3.88 


3438 


CFjCOiH 


460.4 (M + H) 


4.86 


3439 


CF3CP2H 


488,4 (M+H) 


4.70 


3440 


CI^CI 

H 

CFjCOjH 


472.4 (M + H) 


4.29 


3441 


H 

CFjCOzH 


426.2 (M + H) 


3.69 


3442 


H 

CFjCOjH 


480.2 (M + H) 


4.16 



(9 60) 



#iH2004-315511 (P2004-315511A) 



[11551] 



3443 


H 

CF3CO2H 


458.2 (M + H) 


3.91 


3444 


0" 

CF3CO2H 


450.4 (M + H) 


3.95 


3445 


F 

CFjCOiH 


444.4 (M + H) 


4.01 


3446 


F 

CF3C02H 


426.2 (M + H) 


4.00 


3447 


CFjCOjH 


408.4 (M + H) 


3.75 


3448 


H 

CF3CO2U 


446.6 (M + H) 


4.65 



(961) 



#iH2004-315511 (P2004-315511A) 



[11552] 



3449 


CFjCOjH 


415.2 (M + H) 


3.75 


34S0 


CFsCOjH 


420.4 (M + H) 


3.91 


3451 




490.4 (M + H) 


4.99 


3452 


CF3CO2H 


504.4 (M + H) 


5,16 


3453 


F 

CF3CO2H 


444.4 {M + H) 


4.00 


3454 


CF5C01H 


396.2 (M + H) 


3.85 



(9 62) 



#iH2004-315511 (P2004-315511A) 



3455 


F 

H 

CFjCOjH 


526.6 (M + H) 


4.69 


3456 


H 

CF3C02H 


408.4 (M + H) 


3.30 


3457 


0'' 

H 

CF3CO2H 


480.4 (M + H) 


3.76 


3458 


CFjCOzH 


426.2 (M + H) 


3.86 


3459 


H 


424.2 (M + H) 


3.76 


3460 


H 

CF3CO2H 


440.4 (M + H) 


4.05 



(9 63) 



#iH2004-315511 (P2004-315511A) 



3461 


F 

H 

CF3CO2H 


458.4 (M + H) 


4.25 


3462 


F 

H 

CF^COjH 


408.2 (M + H) 


3,84 


3463 


CFjCOjH 


458.2 (M 4- H) 


4.25 


3464 


CF3C02H 


446.6 (M+H) 


4.44 


3465 


CF3CO2H 


470.2 (M + H) 


4.13 


3466 


CF3CO2H 


476.2 (M + H) 


4.25 



(9 64) 



#iH2004-315511 (P2004-315511A) 



3467 


CFjCOjH 


476.2 (M + H) 


3.92 


346S 


H F 
CF3CO2H 


526.4 (M + H) 


4.31 


3469 


CFjCOjH 


476.2 (M + H) 


4.15 


3470 


CFjCOjH 


462.2 (M + H) 


4.48 


3471 


CF3CO2H 


466.4 (M + H) 


4.45 


3472 


F 

H 

CF3CO2H 


474.4 (M + H) 


4.29 



(9 6 5) #|fH2004-315511 (P2004-315511A) 

[^556] 



3473 


CF5CO2H 


486.2 (M + H) 


4.32 


3474 


CF3CO2H 


438.4 (M + H) 


4.31 


3475 


2CF3CO2H 


441.4 (M + H) 


3.75 


3476 


CF3CO2H 


434.4 (M + H) 


4.10 


3477 


H 

CFjCOjH 


469.4 (M + H) 


4.19 


3478 


CFjCOjH 


444.4 (M + H) 


4.36 



(9 66) 



#iH2004-315511 (P2004-315511A) 



[USSY] 



3479 




482.4 (M + H) 


4.35 


3480 


a 

CF3CO2H 


482.4 (M + H) 


4.64 


3481 


CF3CO2H 


502.2 (M + H) 


4.37 


3482 


Br 

H 

CFjCOiH 


438.2 (M + H) 


4.08 


3483 


0 NH2 

H 

2CF3CO2H 


465.4 (M + H) 


3.66 


3484 


H 

CFjCOjH 


404.4 (M + H) 


4.03 



(9 67) 



#|fH2004-315511 (P2004-315511A) 



[11558] 



3485 


H 

CFjCOjH 


469.4 (M + H) 


4.23 


3486 


H 

2CF3C03H 


447.4 (M + H) 


3.94 


34S7 


Q 

H 

aCFjCOjH 


456.2 (M + H) 


4.07 


348« 


0 

H 

CFjCOjH 


432.4 (M + H) 


3.99 


3489 


H 

2CF3COJH 


441.3 (M + H) 


1.70 


3490 


H 

CFjCOjH 


440.2 (M f H) 


4,57 



(9 68) 



#IH2004-315511 (P2004-315511A) 



3491 


H 

2CFjC02H 


393.4 {M + H) 


4.01 


3492 


2CF3C02H 


497.4 (M + H) 


4.45 


3493 


H 

CFjCOiH 


470.2 (M + H) 


2.40 


3494 


H fY""^ 

H 

2CF3C02H 


439.4 {M + H) 


1.92 


3495 


H 

2CF3COJH 


407.4 (M + H) 


2.30 


3496 


H 

2CF,C02H 


469.5 (M + H) 


2.27 



(9 69) 



#iH2004-315511 (P2004-315511A) 



[11560] 



3497 


H 

2CF3CCbH 


439.4 (M + H) 


1.93 


3498 


H 

2CF3CO2H 


407.4 (M + H) 


1.62 


3499 


H 

CFjCOjH 


416.3 (M + H) 


2.34 


3500 


H 

CFjCOjH 


460.4 (M + H) 


2.46 


3501 


CFjCOzH 


465.4 (M + H) 


4.13 


3502 


H 

2CFjC0jH 


419.4 (M + H) 


3.87 



(9 70) 



#|fH2004-315511 (P2004-315511A) 



[11561] 



3503 


H 

CF3CO2H 


450.4 (M + H) 


3.97 


3504 


CF3CO2H 


406.2 (M + H) 


2.18 


3505 


H 

CFaCOjH 


470.4 (M + H) 


4.74 


3506 


H 

CF3CO2H 


466.4 (M + H) 


3.83 


3507 




441.2 (M + H) 


4.38 


3508 


H 

2CFJCO2H 


441.2 (M + H) 


3.62 



(971) 



#iH2004-315511 (P2004-315511A) 



3509 


H 

CFjCOjH 


454.5 (M + H) 


2.44 


3510 


H 

CF^COjH 


384.4 (M + H) 


3.67 


3511 


H 

CFjCOjH 


502.2 (M + H) 


4.37 


3512 


H 

CF3C02H 


480.5 (M + H) 


2.18 


3513 


H 

CF3CO2H 


380.2 (M + H) 


3.81 


3514 


H 

2Cf5CO,H 


463.2 (M + H) 


4.23 



(9 72) 



#|fH2004-315511 (P2004-315511A) 



[11563] 



3515 


2CF3CO2H 


443.4 (M 1- H) 


2.12 


3516 


s 

CFaCOjH 


431.1 (M + H) 


1.90 


3517 


H 

CF3CO2H 


474.4 (M + H) 


5.05 


3518 


H 

CF3CO2H 


440.5 <M + H) 


2.33 


3519 


H 

H ^0 
CFjCOjH 


464,5 (M + H) 


2.20 


3520 


H 

2CF3CO2H 


391.1 (M + H) 


1.59 



(9 73) 



#iH2004-315511 (P2004-315511A) 



3521 


H 

CFjCOjH 


474.4 (M 4 I I) 


4.53 


3522 


CF3C02H 


542.2 (M + H) 


2.26 


3533 


H 

2CF3CO2H 


429.3 (M + H) 


2.41 


3524 


CF3CO2H 


494.6 (M + H) 


2.59 


3525 




5)8.5 (M + H) 


2.96 


3526 


■^n'' h oh 

CF,COjH 


420.4 (M + H) 


2.19 



(9 74) 



#|fH2004-315511 (P2004-315511A) 



3527 


■^N'' H 9" 
CFjCOjH 


420.4 (M + H) 


2.19 


352S 


2CF3CO2H 


552.0 (M + H) 


2.45 


3529 


2CF3CO,H 


564.2 (M + H) 


2.48 


3530 


2CF3CO2H 


606.0 (M + H) 


2.86 


3531 




586.2 (M + H) 


3.20 


3532 


H F 
2CF3CO2H 


614.4 (M + H) 


2.76 
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[^566] 



3533 




620.0 (M + H) 


2.68 


3S34 


H F 
2CF3CO2H 


616.0 (M + H) 


2.56 


3535 


H 

2CF3C02H 


566.0 (M+H) 


2.54 


3536 


CF3CO2H 


532.2 (M + H) 


3.35 


3537 


2CF3CO2H 


541.4 (M + H) 


3.11 


3538 


CFjCOjH 


505.2 (M + H) 


2.98 



[11567] 



3539 


CFjCOjH 


556 (M + H) 


3.37 


3540 


^^^^^ , 

CF3CO2H 


516.4 (M + H) 


3.39 


3541 


CF3CO2H 


504.4 (M + H) 


3.61 


3542 


CF3CO2H 


574.4 (M + H) 


4.27 


3543 


CFjCOjH 


508.2 (M + H) 


3.17 


3544 


CFjCOjH 


644.2 (M + H) 


3.63 



(9 77) #|fH2004-315511 (P2004-315511A) 

[11568] 



3545 


CFjCOjH 


520.4 (M + H) 


3.56 


3546 


F 

CF3CO2H 


504.2 (M h H) 


3.25 


3547 


2CF3CO2H 


513.4 (M + H) 


2.S6 


3548 


CF3C02H 


616.2 (M + H) 


3.73 


3549 


2CF3CO2H 


450.4 (M + H) 


2.79 


3550 


CFjCOjH 


466.2 (M + H) 


3.35 
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[11569] 



355 1 


2CF3COJH 


465.2 (M + H) 


3.34 


3552 


CF3CO2H 


451^ (M + H) 


3.83 


3553 


CFjCOiH 


451.2 (M + H) 


4.10 


3534 


CF3CO2H 


563.2 (M + H) 


4.33 


3555 


2CF3CO2H 


468.4 {M + H) 


3.66 


3556 


H 

2CFJC02H 


467.4 (M + H) 


2.85 
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[11570] 



3557 


,. ..^ 

CFjCOjH 


5I5.4(M + H) 


3.52 


3558 


CFjCOjH 


485.2 (M + H) 


3.40 


3559 


2CFjC02H 


467.4 (M + H) 


3.90 


3560 




473,4 (M + H) 


4.17 


3561 


CF3CO2H 


467.4 (M + H) 


3.57 


3562 


CFjCOiH 


490.2 (M + H) 


4.00 



(980) #|H2004-315511 (P2004-315511A) 

[11571] 

m<D^^^) 



3563 


H 

CF3CO2H 


490.2 (M + H) 


3.99 


3564 


H 

SCFjCOjH 


476.2 (M + H) 


3.76 


3565 


CF3CO2H 


467.2 (M + H) 


4.07 


3566 


CF1CO2H 


528.2 (M + H) 


4.53 


3567 


CF3CO1H 


464.2 (M + H) 


4.11 


3568 


CF3C02H 


494.0 (M + H) 


3.43 
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[11572] 



3569 


CFjCOiH 


444.0 (M + H) 


3.03 


3570 


CFJCO2H 


552.0 (M + H) 


3.30 


3571 


CFjCOjH 


510.0 (M+H) 


3.37 


3572 


CF3C02H 


562.0 (M + H) 


3.66 


3573 


CF3CO2H 


622.0 (M + H) 


3.61 


3574 


CFjCOjH 


588.0 (M + H) 


3.59 
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[11573] 

(^iZ)0-3'gr) 



3575 


F 

o o 

CF3C02H 


5I0.0{M + H) 


3.31 


3576 


CFjCOjH 


562.0 (M + H) 


3.61 


3577 


CI 

CF3C02H 


510.0 (M + H) 


3.35 


3578 


CFjCOiH 


597.0 (M + H) 


3.55 


3579 


CF1CO2H 


665.0 (M + H) 


4,02 



[0650] 

m(^tiMz:^mmmm^&A.TSi6, Mmmmiumm^o 9/826509 

[0651] 

mmms 5 80 

y-^ (Perkin Elmer) MM^iZi «-r^>fV-0. 2 5//M 

Ji. 9 4°CT'1:5^. 5 6°CTa:^fcJ;tJf7 2°CT'l:B-2 0|$-*^i^5:l.3 0-tf-<i5';i/rS>'5 
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tz, 5' pcR7°7-fv-{i. mm-. 

5'-GTGMGCTTGCCTCTGGTGCCrGCAGGAGG-3' (SEQ.ID.NO. :1) 
T-Hindl I IgPfi^^rL. ^^iZ3' ry^-7~li. lEM : 
5'-GCAGAATTCCCGGTGGCGTGTTGTGGTGCCC-3' {SEQ. ID. NO. :2) 

1. 3kb PCR77i?'.><y b^. H i nd I I Ifcif^E c oR ITlMkL. CM 
Vpfgig^^:J'-i7)H i nd I I I -Ec oRIgPfitft'^'n-riy^^Li^Co >I(7)fi. L 

l)>Ii:*%$tL!t<. Lj^jO^-jT. ryrP—htLTC 1 ont ech' s marat 
hon-ready hypothalamus c D N Afc itA'iSt^i^^'JB^-t'S^f^ 
^yy^^fr^?)7°^^3;^^^gffl-tS5' RACE PCRtlj;'?. cDNAsDS' 

SllfcJ;W^2 7'>>'KPCR-C<5^5' RACE PCR{±, S'-CATGAGQGGTGG 
ATCATGAAGGG-3' (SEQ. ID. NO. :3) 

5'-ATGAAGGGCATGCCCAGGAGAAAG-3' (SEQ. ID. NO. :4) 
[0652] 

4m^mL(Di^ bMCHSm^OiigM^, MCH - I C3-S ST2?^^M&^^Si 

t^zxrif-^fz immmmzmLzii. seq. id. no. : Tsysie^iuiML 

TtiSEQ. ID. NO. : 8#M) „ ^^Xh (Blast) ifSMl^J; 0 , MCHS§#:(± 

T, zm-^ y-/m\s.mmi^ti'!^-ji'i'nmtirzmz^ mcu^mii^<^m3(om 

Iart;^-7° ( ric3j ) ssT2Smc7)i C3c7)ic7)Wti./i„ 

MCHg^#:(50 I CSSrW't'l-BamH I-BstEIly^^J'^yM:. SST2C0 

I c 3 ^^tf-^^^ y rf 5 F izi^^tz. mm ttz p c R-tyx^^mm^ry 

5'-GATCCTGCAGAAGGTGAAGTCCTCTGGAATCCGAGTGGGCTCCTCTAAGAG 

GAAGAAGTCTGAGAAGAAG-3' (SEQ. ID.NO. :9) Sr*"L. Ty^-feyXT^-f ikiOnM 

5'-GTGACCTTCTTCTCAGACTTCTTCCTCTTAGAGGAGCCCACTCGGATTCCAG 
AGGACTTCACCTTCTGCAG-3' (SEQ. ID. NO. : 10) SrfL/i » 

l^ftttMCHg^cDNAS:, TyrU-htLXmrnLfz, 
[0653] 

^»J3 582 

GPCRMti^fyjii'WMm 

MCH^m-G i «MS^^yv^^SM±. i*:<7)j;atMj§L/c : rt4ttMCHg§ 

5'-GTGAAGCTTGCCCGGGCAGGATGGACCTGG-3' (SEQ. ID. NO. : 11; -tyX)^ 
5'-ATCTAGAGGTGCCTTTGCTTTCTG-3' (SEQ. ID. NO. : 12; Tyf-tyx)^ 

^yxi3]:t/Tyi-'tyxy'y-i'?~f,i^ti^tL. KB4^^j:t^'Xb a i izm-tl^M 

mm^^fz. 

mi^^ii'^-^f^ii^. ^com. ^ti^'ti^k<^y'\=th^^i'immLfz:MCH'^mi^<^f^i^cr) 

cDNAl OOngSr. ^T^-f-?- (^yxi52:X/ry^tyx) 2uL. 1 OmM<PO 
dNTP3uL. lOXTaqPlus (^mmU) Precis! onMlf^Sl OuL 
. TaqP 1 u s (^m^M) Pr e c i s i o n^it^J ^y--^: (Stratagene 
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:#6002ll) lu Li3it;;>K8 0 uhi-^tsm^comzMlfz, mc u^m^cofz 

ffV\ §^>tC9 4''CT'3 0#ra; 5 5'Cf3 0#IS ; 7 2°CT'2^rEg<7)-9->f i?';l^tlT'5 

L. ^^MT-HSL/i (T-^iiSS^v^) „ mm^ttfz±mM. KB4fcJ;VXba I 
(New England B i o 1 a b s ) Tli-fkL. RffMcO-f ytf- h ^#SIL, ft 

W:j;^)#ML. MUMmW^iJ: Dj^SUc ; HEK2 9 3fflJffiffl-r^lfeJM, T 

mzmiXii. SEQ. ID. NO. : 13. T S yKE^'Jt^MLTfiSE Q. ID. N 

O. : 14#B1) „ 

^^Kl^^ji.! 0 59t (SEE. ID. NO. : 1 3#B1) J;U;TS /K* 1 3 
5 3 (SEQ. ID. NO. : 1 4#B1) llfigLTV^S , MCHg^«lMLT. 2ffl 

^rs/KS (effloif^ix^^FcDSM) i*i4tt (i!^ci±#i^4tt) GPCRtG 

0 66*^i'32 1 33 (SEQ. ID. NO. : 1 3 ) iV'T 5 71^*3 
56*^^>711 (SEQ. ID. NO. : 1 4 ) ^CfiMtTl^^ , Sfe»^ifc7):gP1^f 

[0654] 

llffi^J3 583 

A. W^I P, ^HT.v-fe^ 

M;, ji^{±lxi05«/^x;l'T't<^t3f)^"t'l'l. ifzfzl. icomii. BMitt 
IZkH^-C^?)) . tejflimDMEMSOu 1 /'>j:;l'4'(7)D N A 0 . 2 5u g 

fcJ;tA'*EjfllJfDMEM5 0u 1 /'>x;l^4'i^U*f7x^'^Sy (lipofectamine) 2u 1 

^*H:?Fb^^ L , SiST- 15-30 y^xK-ya y^^ , iQia^ peso. 5 m i 
Xfm L . iE^»ig±tt4 00ulihyyxy.^9ya ymitt L , IHMicflDx „ 

J^i/ . 3 7 °c/c o 2 5 %f' 3 -4 nm-^ y^ g y L , ^r. b y > 
x7x^>'3ymffi^^*L, }isi^jm»sffiim i/T^x/kwt^i-. 3H@(-, mm 

^3 H-S^-^y^b-;l^-CMii-t4„ tSMl^l^L. «SrPBSO. 5m 

\'CW^-thr<'K^^X\m Ji^h~)V/^immmO. 5ml (GIBCO BRL) 
/^^}Vi. 3 H-5^>f y^/h-yl-O. 2 5AtCi/'!7x;I/tfttijD;t. 3 7 

"0/002 5%T-16-18B#rBl-fy^j.A;_^gy-f-§^ 4Bg(C, WIS^PBSO. 
5 m 1 T» L . *E-f y b -it'/*lflLif ±gffi. 'J V 1 0 // M , Jfflfb U A 1 0 

mMSr#tfr-/-fe-f±§ifiO. 4 5 m 1 fc^V^iJir -/-fe^igifiO . 4 m 1 iJj; 1 
0AtMtfc7)l 0 x^r^y-feijy (ket) 50u l^tWtt. iJjVirWSr 3 7°C-C3 
O^^rBl^y^A^-^gyf Sw^V^T'MS:. PESO. 5mimitL. '^^xiUffl 
ii/tOiTS^:7jC<^#:±?S2 0 O^t 1 (lM(7)KOH; 1 8 mM<7)4^'>SN a ; 3 . 8M<7) 

EDTA) ^nih. zmmiy\^±x-5-\o^m. ttz\±mmmmth±'z-u.h. 
<x\^x-. mm-^xm^^wmm (7. 5%hci)2oo//i T-tfwtfc, mmm 

mi. 1. 5m 1 x>y^yF;t/7l^t:#L, ynn^^/l/A/y ^y-;l^ ( 1 : 2) 1ml 
/ff^Jn-il>o 1 5|j.f9lj«ffL. ±gPffi&. Biorad AG1-X8 ( 

SIMM) r-^yimnm ( 1 00-200^-7^^) td^jD-f-s„ ftw:. ^c^stfli 

tKT'I : 1. 2 5W/'V-C»L. ±g|5fflO. 9m X? 7Atcm8PL/i„ ;^f7A 
5mMcOS>r>f y^-f-ZH 0ml joj;W"5mMi?)4f>SNa/6 0mM<5D^"^Na 
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1 Om 1 TW-ri.o •^y>^b-;l/bUXUyKiSS. 0. IMCO^M/lMCO^MTy 
^-^l.2m 1 Sr-^^r-f -g.^y^I^-^'a y;*^^;!^! 0ml COX-ofzi^yi-V-i^B y 
^S->f r/t^ctJTlgtti-f-So 0. lM<r)^m/3M<r,^mry't-'yj^l0mlT 

#: ( TMCH-Rwtj ) kimt^t. MCH- IC3-SST2i4. I Pg^tiJ 
[0655] 

llfg^J3 5 84 

[3 5 s] GTPrsr'y^^i&.mLxco'(t-^mcr)m& 

y-riy^-L^c ( |5][)#aifil§tl/-cf^itaiII0 9/8 2 6 5 0 9-§-c^^JtM6#Hg) „ $f ^ 

L< i±. mmmm^tifzmvftiimo 9/82650 9-tcoMfi^j6 ( 2 ) ^zm\ mc h 

<O*^0y-h'h-y h (lead hit) &|sISL/io 
[0656] 

mmms 5 85 

^N-fX;l/-7°>y hSt&l4-:^^"i--> / (High Throughput Fuuctional Screening) : 

FL I PR (aiimi) 

MV^T. Ktt^-;^r'7-t < (functional based assay) U-Ft >x ^^^llS■r 
l.^:^6^^fi&ffl t/c ; FL I PR (SiiffiM, Fluorometric Imaging Plate Reader) tiX 
1;:FDSS600 0 (^ffi^. Functional Drug Screening System) tSiStll., ZCO 

mm-ri: , s s T 2 i^<^k Mmi-^ zkiz .1; <i mm i >'-- ( mmmm 0 9 - 

8 2 6 5 0 9^(Dmmm2 ( B ) ( 2 ) #K?) . 

~th h . mm<r)^^ W!v^<^mm.<^c a 2 + cnmrnt. ^mzm^-ax-. 
mmmriaxxfAm^ (er) ^(7)-<7)\m\±. ^mizn^\ Ltzt^-^x. ca2 ^ 
«ll^3j;y^■ERto^f*^^J^^^ ^y';^^\^;lEt))^^«[^^]^^i^^:^§^^]ffi*i#^t-|>. fl 

I PR (aiMfl) fcJ;t^'F D S S 6 0 0 0 (ailMI) S (M o 1 e c u 1 a r D e 
vices Corporation, HAMAMATSU Pliotonics K. 

K. ) i.^m:^iv~r^yv:^9')--yy<^fz^(nmmti:^)Viy-^jx<nm'&ts:}i<nmm 

m.m)Vi^^i.m>tw^Lx\^h. Gi^fz\±GomM^mmi. mmzi,±. fl 
I PR immm) fcj;t/FDss6ooo oiiffiM) Mz^-yx^m-t^tt^x^ 

v^fz»)Xhh. 

[3 5 s] GTPrST-yfe-^&ffifflLT|SISS^l,/::U-Khvh^?ifg-ri>^cfct, 
Fluorometric Imaging Plate R e a d e r^Srfigffl LT . 

9 6'>x;L'V^^n7V-h (i/t{±3 8 4'^x/t'V>f ^'nri^-h) ctiTW»l^®3e 
COffl^T, !SW^fiJS*Tirfg(cL^:o F L I PRiSitA'FD S S 6 0 0 QMzi. D . 

mmz\±^m.B<Dr-y^A(ntzmz^mmi. 96'>x;w:ai)E5. 5xio4/'>x 

;I^t\ ^:^Siffi ( 1 0%'^i/ll?t. 2mM<7)L(?)>?'Vl/:5?5y, 1 mMtfOtVL-fylt-f F U 
^l.iilXfGA18,0. 5mg/mK pH7. 4 ^-^ti-^rVt/A; ■/ rJg^^^ -^^l-igifi ) 
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(2. 5mMiJDP r ob e n i c i 0. 2 i^Jfljf T/I^7' S y 0 . 5mg/ml& 
-^U^^i§Mfpcr)4MM<r>F 1 U04-AM) t^l/Z^ S^COj ^ y^jL-^-:?'-t^f 

, 3 7 "C-C- 1 y^^K-i^ 3 y-ri, , n-^- ^ y^W^SSr^t. «*i5t^tg 
M{2. 5mMi^P r ob e n i c i d. 2 0 mMi7)HE P E S . 0. 2%'^iyM§r 
;^7'■5 y 0 . 5 m g/m 1 Sr^1r■rl>^^>^.XWSM^t^S. P H 7 . 4 ) T»-ri> o 

«^5r?i««M.s^'fb^if45i 50m 1 ^mt^aa^. 5%co2 ^y^^A^-j^-pf 

. 3 7 °Ct- 3 0 ^m-^ y^^K~i^a yfl . «^ ^^m&(OM C H ^^^^T 
5 0// iSr. ^^:uMzMl. McmzX'om^^tifz [Ca2 + ] i CO-BfS^^^t^ . 
FL I PRS/i{±FDSS&1gfflLT. 9 6^:s:JVr]y~h'PX\ Ex. 488nmi5j; 
t^Em. 5 3 0 nmT'. 2 9 O^^I^^S. -fb'^ItlJIiOry^'rf-X bvgttm^l.ll 

5 0 nM^OMCH^ffiM-ri>o 

PL I PR ismmm) i^it/TDsseooo (Siiffig) commit. }k<^mmmm 

Tjk^l/Z j; D tf 5 t S (Molecular Device Corporati 
on, HAMAMATSU Photonics K. K. ) , 

^mi. rmiz^^Lfz. 

[^574] 





ICso M(nM) 


mmm 41 


6 


mmm42 


19 



^^mmm^^zii. :^%mmtu^mmmi>zfiixm^<ff^^^ttixr/^-^i'iT 

[0657] 
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200431 5511000001. app 



(988) 



#iH2004-315511 (P2004-315511A) 



(51) Int. CI. 7 

A 6 1 P 25/24 

C 0 7 D 401/12 

C 0 7 D 401/14 

C 0 7 D 403/12 

C 0 7 D 405/12 

C 0 7 D 409/12 

C 0 7 D 409/14 

C 0 7 D 413/12 

C 0 7 D 413/14 

C 0 7 D 417/12 

C 0 7 D 417/14 



A 6 1 P 25/24 

C0 7D 401/12 

C0 7D 401/14 

C0 7D 403/12 

C0 7D 405/12 

C0 7D 409/12 

C0 7D 409/14 

C0 7D 413/12 

C0 7D 413/14 

C0 7D 417/12 

C0 7D 417/14 



S^tKs*»KftH 3T@ 2 4# 1 

T)^^)f}^m. il')yt1\'-T^ 'fy r^-xr?-. 7xT.t.°-h ^ 4833 

mmm -f^Ary 

T^^)f}^m. f}^}yt}V-T.^y T^xrr\ 7 n-K 564 5. -fyA- 

3 58 

(72)^BJ^ h'-U-, -f-<i^'x;l/ nvs-h T-yyl-K 

T^^^ifl'^m. i]'}yt}V-r^Vv^ f-^. n-7 ^}V9 Y'yAf 227 

F^'-A(##) 4C063 AAOl AA03 BB07 BB09 CC31 CC34 CC42 CC51 CC58 CC62 

CC75 CC76 CC81 CC92 DD04 DD06 DD12 DD14 DD22 DD25 

DD31 DD62 EEOl 

4C086 AA02 AA03 BC46 BC50 BC52 BC60 BC67 BC68 BC69 BC70 

BC71 BC73 BC82 GA02 GA04 GA07 GA08 GA09 GAIO MA02 
MA05 NAM ZAOl ZA12 ZA70 ZC61 



